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Many cancer detection clinics have been established 
throughout the country on the premise that cancer can 
be diagnosed in the apparently well persons, and that 
as a result of early diagnosis the rate of long-term sur- 
vival following treatment can be improved. Reports 
from various centers indicate that 0.5 to 1% of asymp- 
tomatic persons in the so-called cancer age groups may 
be expected to have detectable malignant growths.’ 
However, the clinics that can qualify as detection cen- 
ters are so limited by regulations that evaluation of 
their work is most difficult. The value of such clinics 
with respect to the number of cancers detected as com- 
pared to the amount of time and money expended has 
been seriously questioned. 

Much opposition to the detection clinics has devel- 
oped for obvious reasons, which need not be discussed, 
and many substitutes have been suggested. Unfortun- 
ately, no truly objective reports have come from such 
substitute groups to compare with the meager reports 
from detection clinics. One would conclude from read- 
ing the reports that no true detections, in the sense of 
the detection clinic evaluations, have been made, but 
that these groups are comparing their symptomatic 
cases with the truly asymptomatic cases of the detection 
clinics.” 

The New Haven Detection Clinic was established on 
an experimental basis and was opened in February, 
1947. From the outset the routine examination con- 
sisted of a complete history and physical examination, 
complete blood cell count, urinalysis, Mazzini test, 
stool guaiac test, Papanicolaou smears of the cervix, 
and 28 mm. chest film. In addition, radiographic, endo- 
scopic, and other laboratory examinations, including 
biopsy, were performed as indicated. We have not been 
hampered by many of the limitations imposed on some 


other clinics. In contrast to the practice in most clinics, 
symptomatic patients were examined, and all patients 
with previously proved carcinoma who had been referred 
to the regular tumor clinic for long-term care were given 
a cancer detection examination. Furthermore, we have 
been able to follow patients with precancerous or sus- 
picious lesions. 

The philosophy underlying the decision of the clinic 
to do a detection examination on symptomatic patients 
and even those with previously proved malignant 
growth deserves some comment. The following factors 
influenced the decision: 


1. The number of patients in the cancer age group 
who are truly asymptomatic when an adequate history is 
taken is very low. 

2. Symptoms related to one organ, even known dis- 
ease in that organ, whether malignant or benign, do not 
preclude the presence of asymptomatic carcinoma in 
another site. Actually, our findings indicate that this 
association is frequent. 

3. The assumption that the patient in the course of 
diagnosis and treatment for one disease receives an ex- 
amination adequate for detection of asymptomatic can- 
cer is patently in error. Case 5 is just one example in 
Our Own institution. 

This study was undertaken to answer several ques- 
tions, including those that follow. 

1. How many cancers in the asymptomatic stage were de- 
tected and diagnosed in this clinic? 

2. How many cancers were detected in symptomatic patients 
as compared with asymptomatic patients? 

3. Had the diagnosis been missed in patients with cancer 
examined in the detection clinic, and, if so, could the danger be 
minimized by increasing the extent of the examination? 

4. Would a limited type of examination have result. 4 in fewer 
detections in this group of patients? 
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5. What is the chance that cancer will develop in the early 
future in a patient considered free of cancer in this routine 
clinic examination? 

ORIGINAL MATERIAL 

The 790 patients included in the study were origin- 
ally examined in the detection clinic between February, 
1947, and April, 1948. The patients were referred from 
the following sources: medical sources, 36.33% ; Can- 
cer Information Center, 25.32%; self, 38.35%. Only 
14.30% were completely asymptomatic. Patients of all 
ages were accepted. 


METHOD OF FOLLOW-UP 


The study was initiated in September, 1949; there- 
fore, there was an interval of at least two years between 
the original visit and the follow-up study. Whenever 
possible information was obtained by personal interview 
with the patient. Information was already available on 
patients who had had a malignant growth, since they 
were listed in the tumor registry, and either they had 
been followed in the tumor clinic or information had 
been obtained at intervals from their personal physi- 
cians or other hospitals. If a patient had been seen in 
one of the other New Haven hospital clinics, but refused 
to return for our follow-up visit, visits to other clinics 
were considered adequate for purposes of this study if 
the last visit had been made not less than one year after 
the initial examination. If a patient had made no clinic 
visit, information was obtained from the family physi- 
cian. If none of these sources was productive, the pa- 
tient’s own statement as obtained by letter was accepted. 
The sources of follow-up information and the percent- 
age of cases for which they supplied data are given in 
the following tabulation. 


Tumor clinic (special and regular)..... 68.35% 


Information was obtained on 723 (91.26% ) of the 
patients studied. Excluding those whose own evalua- 
tion was obtained by letter and those on whom no in- 
formation was available, 81.76% had completely ade- 
quate follow-up. It is entirely possible, of course, that 
some of those whom we could not trace died of carci- 


noma. 
RESULTS 


Patients in Whom Diagnosis of Cancer Was Sus- 
pected Previously but Not Proved.—In 34 patients the 
diagnosis of cancer was suspected at initial examination 
but never proved. In 31 the diagnosis was excluded. 
The diagnoses included seven breast lesions proved be- 
nign by biopsy; seven questionable lesions of the uter- 
ine cervix proved benign by biopsy; seven questionable 
gastrointestinal lesions excluded as cancers by radio- 
logical examination; three skin lesions excluded patho- 
logically; two carcinomas of the stomach diagnosed by 
roentgenograms in patients who refused operation and 
whose subsequent course has not substantiated the di- 
agnosis; and one lip lesion and one oral lesion, both 
excluded pathologically. 

Two of the three patients who refused follow-up 
study were women with breast lesions diagnosed clini- 
cally as carcinoma. The third was a man with a prob- 


J.A.M.A., April 5, 1952 


able basal cell tumor of the skin. Two had symptoms 
caused by the tumors; therefore, even if the clinical im- 
pressions had proved correct, these two could not have 
been called true detections. One patient with a breast 
lesion had no symptoms referable to the tumor. 

Patients in Whom the Diagnosis of Cancer Was 
Proved.—Of the 790 patients, 177 had a diagnosis of 
malignant tumor confirmed. In 80 the diagnosis was 
known prior to their first clinic visit. Of the other 97 
patients, 56 were sent to the clinic by some medical 
source for diagnosis; 2 came to the clinic voluntarily 
because of fear of recurrence of a previously treated 
carcinoma; and 25 asked for an appointment because 
of symptoms subsequently proved to be due to carci- 
noma. In four patients completely asymptomatic carci- 
noma was diagnosed (Cases 1, 2, 3, and 4). Two pa- 
tients seen because of a carcinoma were found to have 
a second lesion at the initial examination (Cases 4 and 
5), and in one patient the second tumor was asympto- 
matic. The percentages of all patients with proved can- 
cer in each category are as follows: 


Diagnosis known when first seen........c...cceeeeees 45.19% 
Diagnosis suspected when first seen.................... 31.52% 
Self-referral because of symptoms caused by cancer 


Fifteen patients were found to have carcinoma subse- 
quent to detection examination. Ten of these patients 
had not had carcinoma previously (Cases 6, 7, 8, 9, 
12, 13, 17, 18, 19, and 20). Five patients had had 
previous treatment for carcinoma (Cases 10, 11, 14, 
15, and 16). It is possible that in two cases of the 
latter group the tumors were actually recurrences. 

An essentially equal number of proved carcinomas 
occurred in men and women, in contrast to the ratio 
of less than 1 to 2 of men to women in the group as a 
whole. The age distribution of patients with cancer as 
compared with the age distribution of the total group 
is given in the accompanying table. It is noteworthy that 


Comparison of Age Distribution of Total Group and 
Cancer Patients 


Ace Percentage Percentage 
Group, of Total of Cancer 
Yr. Group Patients 


of the 19 patients in whom asymptomatic cancer was 
diagnosed originally or in whom cancer was subsequently 
diagnosed, 9 (almost 50% ) were under 45. 


ASYMPTOMATIC TUMORS DISCOVERED 
Four patients were “asymptomatic,” in the sense that 
they did not come to the clinic because of symptoms 
related to a subsequently proved carcinoma. Three of 
the four, however, had symptoms related to another 
organ. 
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REPORT OF CASES 


Case 1.—A 68-year-old white man was sent to the clinic be- 
cause of a cutaneous horn at the inner canthus of the right eye, 
which proved benign on biopsy. A chest roentgenogram re- 
vealed a mediastinal mass. The patient refused to return for 
further investigation of the chest findings, but four months later 
chest symptoms developed, and he was admitted on the medical 
service. A final diagnosis of carcinoma of the trachea was made. 

Case 2.—A 35-year-old white woman who came to the clinic 
because of breast pain was discovered to have a granular cer- 
vix, which was considered suspicious. Papanicolaou smears were 
positive, and a biopsy was interpreted as showing Bowen’s dis- 
ease of the cervix. 

Case 3.—A 42-year-old white woman with a normal-appear- 
ing cervix was found to have carcinoma of the cervix by biopsy 
performed because of persistently positive Papanicolaou smears. 

Case 4.—An 83-year-old man was seen at the request of the 
surgical service because of a sore on the lower lip which even- 
tually proved to be epidermoid carcinoma. During the examina- 
tion a nodular prostate was felt. The subsequent course has 
substantiated the diagnosis of carcinoma of the prostate. 


Although the patient in the next case had symptoms 
before examination, his case is included under this 
heading as another instance of a second earcinoma 
found at initial examination. ‘ 

Case 5.—A 47-year-old white man was sent to the clinic fol- 
lowing hospitalization for treatment of carcinoma of the tongue. 
He had one episode of rectal bleeding subsequent to discharge 
from the hospital and prior to his clinic visit. Further study led 
to a diagnosis of adenocarcinoma of the rectosigmoid. 


We are convinced that this man’s lesion would not 
have been discovered at this early stage in the ordinary 
course of events, since, two weeks before, he had had 
a complete hospital examination without discovery, and 
almost certainly the lesion would not have been discov- 
ered in routine follow-up. The history of bleeding was 
obtained only after the lesion had been palpated. De- 
spite this, the finding of an adenocarcinoma in this case 
is not considered a true detection. 


CARCINOMA DIAGNOSED DURING FOLLOW-UP PERIOD 


In 15 patients the diagnosis of carcinoma was made 
subsequent to cancer detection clinic examination. Ten 
of these had no previous carcinoma; five had had previ- 
ous carcinoma. For purposes of discussion they may be 
divided into three groups. 


Group 1.—This group is comprised of patients in whom the 
tumor was present but not diagnosed at initial examination. 

Case 6.—S. G., a 38-year-old white man was seen originally 
because of a mass at the base of the tongue. The lesion was firm, 
not ulcerated. The biopsy report described the lesion as “muscle 
with chronic inflammatory reaction.” The patient was discharged 
with this diagnosis. When seen in the course of this study 32 
months later, the mass was larger. Biopsy done at that time indi- 
cated mixed salivary gland tumor. 

Case 7.—E. L., a 54-year-old white woman, was examined 
originally because of development of cervical adenopathy. The 
clinical diagnosis was lymphosarcoma, but two lymph node 
biopsies revealed no abnormalities. A third biopsy performed 
elsewhere three months later revealed lymphosarcoma. The pa- 
tient’s course had substantiated this diagnosis. 

Case 8.—B. P., a 42-year-old white woman, came to the clinic 
because of a “mass in the left breast.” A hard nodule | to 2 cm. 
in diameter was felt below the inframammary fold over the sixth 
left costal cartilage. This was not considered significant by the 
examiner. Two and one-half years later what was said to be the 
same mass was removed elsewhere with a pathological diagnosis 
of adenocarcinoma. 
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Case 9.—F. A., a 74-year-old white woman, came to the clinic 
with a lesion of the nasolabial fold. Examination revealed a right 
adnexal mass. The patient was admitted to the hospital and a 
simple cyst was removed from the right ovary. The skin lesion 
was diagnosed clinically as hyperkeratosis, and the patient was 
not returned to the tumor clinic. Eight months later when the 
skin lesion was finally biopsied, it was found to be a basal cell 
tumor. 


All four of these patients should have received diag- 
noses as a result of their visits to the detection clinic, 
tumor clinic, or hospital. Only Case 8 can be considered 
a failure of the detection clinic if the information obtained 
by letter in the follow-up study is correct, since this pa- 
tient was discharged as not having a tumor. The results 
in Cases 6 and 7 were not errors of the detection clinic, 
but rather of the standard methods of diagnosis, biopsy, 
and pathological examination, and the result in Case 9 
was due to failure of the hospital service either to care 
for the lesion or to return the patient to the tumor clinic 
for biopsy. 


Group 2.—This group is comprised of patients in whom the 
tumor possibly was present, but was not amenable to diagnosis 
by the type of examination given. 

Case 10.—E. A., a 64-year-old white woman, was examined 
after discharge from the hospital, where fibrosarcoma of the foot 
had been treated. Nine months later adenocarcinoma of the sig- 
moid was resected elsewhere. At the time of her original visit, 
no bowel symptoms were present, the result of a stool guaiac test 
was negative, and resuits of rectal examination were completely 
negative. The tumor was well above the examining finger at 
resection. 

Case 11.—M. A. was a 36-year-old white woman with an 
exceedingly complicated medical history. Nine years previously 
a mass had appeared in the abdomen following an episode of 
trauma. At exploration the patient was told that a cancer was 
found, and she was given x-ray treatment. The abdomen was 
subsequently reexplored at another hospital and a biopsy was 
made of a retroperitoneal mass. Slides of tissue removed at this 
operation were seen by several competent pathologists, but no 
definite diagnosis was made. The consensus was that the tumor 
was not malignant. Detection examination revealed only leiomy- 
omas of the uterus. Two years later, when these were removed, 
a mass was found in the omentum. The pathological diagnosis 
was fibrosarcoma. 

Case 12.—W. B., a 42-year-old white man, came to the clinic 
with numerous complaints and was discharged as having no 
organic disease. Six months later pain developed posteriorly in 
the right side of the chest. Eventually a diagnosis of rhabdomyo- 
sarcoma of the mediastinum was made. The patient was dead 
within eight months after a cancer detection clinic examination, 
which had revealed no abnormalities. A 28 mm. chest film had 
been called normal at the clinic. With the diagnosis known the 
radiologists were still unable to see any evidence of tumor on 
the original film. 


Group 3.—The patients in this group were those in whom the 
tumor probably developed subsequent to the examination in the 
detection clinic. 

Case 13.—R. D., a 68-year-old white man, was found to have 
two basal cell tumors 18 months and epidermoid carcinoma of 
the scalp 21 months after examination, while being followed in 
the tumor clinic for hyperkeratosis observed in the detection 
clinic. 

Case 14.—B. H., a 72-year-old white man, was followed for 
a basal cell tumor of the nose diagnosed as a result of his detec- 
tion clinic examination. A new basal cell tumor developed 18 
months later. 

Case 15.—L. B., a 50-year-old white woman, had been fol- 
lowed for 18 months after radical mastectomy for carcinoma of 
the breast when a recurrent lesion was excised from the right 
axilla (the side of the tumor). Two months later an adenocar- 
cinoma was removed from the opposite breast. It is not possible 
to say whether this was a recurrence or a new tumor. 
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Case 16.—In J. R., a 59-year-old white man, apparently pri- 
mary carcinoma of the larynx developed 18 months after resec- 
tion of a primary carcinoma of the lung. The intervening 
respiratory tree was normal. 


Case 17.—S. L., a 52-year-old white woman, had a total 
hysterectomy in another hospital for fibroids 15 months after dis- 
charge from the clinic with a negative Papanicolaou smear. 
Pathological examination of the operative specimen revealed 
epidermoid carcinoma of the cervix. This had not been suspected 
preoperatively. 

Case 18.—M. Y., a 38-year-old white woman, had a diagnosis 
of chronic cystic mastitis at initial detection examination. She 
was followed for this lesion. Two years later a discrete mass was 
palpated on routine examination, and the patient was admitted 
to the hospital. Pathological examination revealed carcinoma of 
the breast. The mass measured only about 0.5 cm. in diameter. 


Case 19.—J. K., a 40-year-old white woman, eight months 
after examination had nasal symptoms, and 15 months after 
examination was treated for fibromyxosarcoma of the nose. 


Case 20.—H. S., a 42-year-old white woman, noted supra- 
clavicular and axillary adenopathy about two years after dis- 
charge from the clinic. Biopsy of the nodes was performed else- 
where, and a pathological diagnosis of lymphoma, probably 
lymphocytic, was made. 


SUMMARY OF RESULTS 


Follow-up information was obtained on 91.52% of 
the 790 patients examined in the detection clinic be- 
tween September, 1947, and April, 1948. In 19 
(2.40% ) of the patients, an asymptomatic carcinoma 
was found originally (4 cases), or a carcinoma was diag- 
nosed within about two years of the initial examinatio 
(15 cases). 

In four patients completely asymptomatic carcino- 
mas were diagnosed: two of the uterine cervix; one of 
the trachea; and one of the prostate (Cases 1, 2, 3, 
and 4). Three of these four patients had symptoms re- 
lated to other organs. The incidence of asymptomatic 
carcinoma is therefore 0.5% for the entire group. 

Two of the 166 patients seen because of one primary 
tumor were found to have a second at the initial exam- 
ination (Cases 4 and 5). One of these was symptomatic 
by our strict criteria (Case 5), the other asymptomatic 
(Case 4); the latter tumor is included as one of the 
detection finds mentioned above. In four patients with 
One primary a second lesion developed during the follow- 
up period (Cases 10, 14, 15, and 16). The incidence of 
second primary lesions is therefore 6 (3.38% ). 

Fifteen patients had a diagnosis of malignant tumor 
made subsequent to detection clinic examinations. Four 
of these might have had the diagnosis made at the time 
of the initial examination; that is, two tumors were not 
discovered because results of biopsies were negative 
(Cases 6 and 7), one because another lesion was con- 
sidered more important and the patient was not reeval- 
uated (Case 9), and the fourth was not suspected be- 
cause of the unusual position of the lesion (Case 8). 
In three cases the tumor possibly was present when the 
patient was first seen, but was not diagnosed by the 
type of examination given (Cases 10, 11, and 12). In 
three patients the tumor probably developed after dis- 


charge from the clinic (Cases 17, 19, and 20), in four | 


the tumor developed while the patients were being fol- 
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lowed in the clinic for another malignant tumor 
(Cases 13, 14, 15, and 16), and in one carcinoma de- 
veloped in a suspicious lesion being followed periodi- 
cally (Case 18). 

Two of the four patients with the diagnosis of 
asymptomatic carcinoma were under 45; of the 15 pa- 
tients with the late diagnosis of cancer, 7 were under 45. 


COMMENT 


Although this series is small, several interesting and 
important tentative conclusions can be reached. On the 
basis of our findings there is no justification for limit- 
ing the detection examination to truly asymptomatic 
persons. Three of the four patients in whom asympto- 
matic carcinoma was detected came to the clinic with 
symptoms related to another organ. The high incidence 
of a second carcinoma (3.38% in this series) is a com- 
pelling reason for examining patients with treated car- 
cinoma frequently and completely. There is a real pos- 
sibility that a second carcinoma wil! develop while such 
patients are being followed. 

About 50% of the patients with asymptomatic can- 
cer or with’ the late development of carcinoma were 
between 35 and 45. No patient was under 35. Exam- 
ination of patients under 35 will certainly give a low 
yield of carcinoma and probably is unjustified from a 
practical point of view. 

To answer the question of how extensive the detec- 
tion examination should be, we must critically evalu- 
ate tumors detected in 2n asymptomatic state and those 
missed. With the examination outlined we detected two 
malignant growths of the uterine cervix, one of the 
trachea, and one of the prostate. Four additional carci- 
nomas present and physically palpable were not cor- 
rectly diagnosed for reasons previously stated—nega- 
tive biopsies in two and errors in clinical judgment in 
two. All of these tumors would have been amenable to 
diagnosis by a rapid screening examination of the 
skin, oral cavity, breasts, abdomen, rectum, and vagina, 
with a chest roentgenogram and Papanicolaou smears 
of the cervix. In other words, the same number of tu- 
mors was missed as was detected with the complete 
examination, and none of those detected would have 
been missed with the already described limited exam- 
ination. (In this series, urinalysis, blood cell count, and 
a Mazzini test in no case aided in early diagnosis of a 
malignant lesion.) One of the most frequent criticisms 
of the detection centers, and one that is not without ba- 
sis, is that they see only a small segment of the popula- 
tion. The limited type of examination would allow 
much larger numbers to be seen. 

Also to be considered in any discussion of the de- 
sired extent of examination are the tumors probably 
present but not amenable to diagnosis. There were 
three such lesions in our series—two intra-abdominal 
and one intrathoracic. Sigmoidoscopy or barium enema 
might have led to the diagnosis in one case (Case 10). 
It is doubtful if this is adequate reason in itself for per- 
forming routine sigmoidoscopy or barium enema. In the 
recent literature there have been reports of a high inci- 
dence of benign polyps (8 to 12%) on sigmoidoscopic 
examination of symptom-free persons.’ If this were 
true, routine sigmoidoscopy would logically be an inte- 
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gral part of any detection examination (as it is in some 
detection clinics). The two other tumors (Cases 11 and 
12) could not have been diagnosed by any presently 
available procedure that could be added to a cancer 
detection examination. 

The desirability of adding one or two of the better 
“cancer tests,” nonspecific as they are, to the armamen- 
tarium of the clinics should perhaps be mentioned. In 
this series only 36.3% of the tumors probably present 
initially were diagnosed immediately. The reported in- 
cidence of false negative results with some of the can- 
cer tests is not this great. The use of such a test would 
involve repeated examinations and careful follow-up 
of all patients with positive results. 

Another possible method of increasing the efficiency 
of the clinic would be to perform repeated examina- 
tions at definite intervals. With yearly examination the 
number of patients involved rapidly would become un- 
wieldy. Examinations every six months would be utterly 
impossible. 

As mentioned previously we had 19 patients (2.6% 
of those followed) in whom we diagnosed an asymp- 
tomatic carcinoma initially or who had a carcinoma 
diagnosed within two years of examination. This is a 
significant number. It must be remembered, however, 
that 7 of the 15 with late diagnosis of cancer were being 
followed in the tumor clinic for another tumor or for 
a suspicious lesion. 

One method of evaluating the efficacy of annual ex- 
amination is by reviewing the patients with late diag- 
nosis of cancer to determine what effect annual exam- 
ination would have had on the course of their disease. 
If these 15 patients with late diagnosis of cancer had 
been followed at yearly intervals, the results probably 
would have been as follows: at one year, 4 would have 
had the tumor already diagnosed and treated, 3 would 
have had symptoms of a tumor undiagnosed and un- 
treated, one would probably have had an asymptoma- 
tic tumor of the cervix that could be diagnosed by 
detection, and 7 possibly would have had an asympto- 
matic tumor; at two years examination, 13 of the 15 
would have had tumors diagnosed and treated, and the 
remaining 2 would have been asymptomatic, but cancer 
of the breast and lymphoma would have been diag- 
nosable. 

Therefore, by yearly examination at least an addi- 
tional 3 (Cases 17, 18, and 20) out of 15 tumors could 
have been diagnosed asymptomatically. Two (Cases 6 
and 7) of the three who would have been symptomatic 
but untreated at one year were patients in whom the 
tumor had been misdiagnosed at initial examination. 
This error played a large part in delaying treatment in 
these patients. 

Again, accepting that this is a small group of patients 
upon which to draw any conclusions, it does not seem 
that yearly examination of a group of patients in a can- 
cer detection clinic, such as the one here described, 
would aid materially in early diagnosis of cancer. In 
many patients symptoms would develop in the interval 
between examinations, and these patients would receive 
treatment. One of the dangers to be considered is that 
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patients might delay treatment in the knowledge that 
they would have a “cancer examination” in a few weeks 
or months. This, however, has not been our experience. 

It may be difficult to justify the expense of the detec- 
tion clinics in time and money if they are evaluated 
only on the basis of their value in public health or as a 
service function. Detection of a few early carcinomas 
is valuable to the persons concerned, but is of little aid 
in the major fight against cancer. Our figures for the 
number of tumors detected originally compare favora- 
bly with those reported elsewhere. It is not unlikely that 
follow-up studies on other series would give results 
similar to those noted above. However, detection clin- 
ics have a great value that justifies their cost. They 
should be, and some are, engaged in active research to 
develop new methods of detection and diagnosis of can- 
cer. They are constant reminders to physicians and 
other clinics of the necessity of early detection of tu- 
mors. They should be educational centers for students 
and practicing physicians in the methods of detection 
and early diagnosis of tumors. 


CONCLUSIONS 

Cancer detection centers cannot logically be limited 
to examination of asymptomatic persons and still de- 
tect as many cancers as possible. In this particular 
group of patients a limited type of examination would 
have resulted in detection of as many tumors as com- 
plete examination. Yearly examination of patients 
without tumors would lead to early diagnosis in several 
cases. The number of asymptomatic tumors detected 
with yearly examinations in comparison to the total 
number of tumors developing and being treated in the 
interval between yearly visits probably is not great 
enough to justify the amount of time and money re- 
quired. The addition of one or two of the better “cancer 
tests” to the armamentarium of the clinics on a limited 
scale should be considered. A given group of patients 
would have to be followed for a protracted period be- 
fore any large amount of money was expended to add 
such tests to all clinics. Cancer detection clinics should 
be maintained for educational purposes and as clinical 
experimental tools, with the service offered to patients 
being accepted as an additional reward rather than the 
primary objective. 

ADDENDUM 

Continued efforts to complete the follow-up in this 
series have resulted in adequate information on 41 addi- 
tional patients, a total follow-up of 764 (96.5% ) of the 
790 patients examined. One of the 41 patients followed 
subsequent to submission of this manuscript was the 
patient with an asymptomatic breast lesion, clinically 
carcinoma, mentioned in the group of 34 patients in 
whom diagnosis was suspected but not proved. A radical 
mastectomy had been performed on her at another hos- 
pital with a pathological diagnosis of carcinoma two 
months after her detection examination. Thus the figure 
for true detections is five (0.63% of the 790 patients) 
instead of four. 


789 Howard Ave. (Dr. Cliffton). 
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RELATIONSHIP OF ESOPHAGEAL HIATUS HERNIA TO ANGINA PECTORIS 


Franklin R. Nuzum, M.D., Santa Barbara, Calif. 


Paré ' first described esophageal hiatus hernia in 1575, 
but the literature, as reviewed by Young,’ Putney,* and 
others, contains only scattered references to this condi- 
tion until some 20 years ago. Recent advances in roent- 
genology have led to its being diagnosed with increasing 
frequency, and numerous studies have lately appeared on 
the subject. 

Von Bergmann,‘ in 1932, was the first to exhibit an 
interest in the similarity of pain in hiatus hernia and an- 
gina pectoris, and during the next few years a number of 
single instances of such a resemblance were described.° 
In 1933 Harrington ° reported a study of 66 instances of 
hiatus hernia, in which he observed that attacks of pain 
are occasionally considered to be due to coronary sclero- 
sis or myocardial disease. The same author * in 1940 re- 
ported on 198 cases of hiatus hernia in which he had 
operated, and stated that an average of three erroneous 
diagnoses had been made in each case before final recog- 
nition of the hernia, cardiac disease standing seventh on 
the list of erroneous diagnoses. 

In 1941 Jones * published a detailed study of the ob- 
servations made upon 128 patients with diaphragmatic 
hernia. He found that “the frequency with which the 
clinical histories of these cases suggested organic heart 
disease was impressive.” Numerous similar observations 
have been published in recent years,” in the majority of 
which the coexistence of hiatus hernia and coronary dis- 
ease was also noted. Gilbert '’ in particular studied 44 
angina patients by roentgenograms, and found hiatus 
hernias in 18. He believed that the herniation influenced 
the occurrence of angina pectoris, and that its medical 
management was a definite influence in obtaining relief. 

Brick '' grouped the manifestations of hiatus hernia 
into syndromes: the esophageal, the gastric and duode- 
nal, the cholecystic, and the coronary artery syndromes. 
He found that 28% of his hiatus hernia patients fell into 
the last group. In contrast to many other observers, how- 
ever, he found that actual reports of the coexistence of 
hiatus hernia and coronary disease were rare. As to fre- 
quency of occurrence of esophageal hiatus hernia in 
otherwise normal persons, no satisfactory group has as 
yet been reported. From studies of large series of x-ray 
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pictures the incidence has been variously reported from 
0.133% to 8.93%." 

From this brief review of an extensive literature, it is 
evident that the similarity between the symptoms of heart 
disease and hiatus hernia has often been pointed out in 
recent years. Just how frequently patients with angina 
pectoris may have associated hiatus hernias, how often 
the symptoms of hiatus hernia simulate those of angina 
pectoris, and how frequently hiatus hernia occurs in per- 
sons without heart disease are questions as yet not def- 
initely answered. 

The present study concerns the number of hiatus 
hernias found in 100 private patients with a diagnosis of 
angina pectoris, and the incidence of hiatus hernias 
found in 957 persons upon whom x-ray examinations 
were made because of gastrointestinal symptoms or to 
rule out the presence of gastrointestinal lesions. In both 
groups special emphasis was placed upon demonstrating 
the presence or absence of hiatus hernia, and all of the 
examinations were made by the same roentgenologist. An 
ideal control group would consist of a large number of 
persons with no symptoms in whom a search for hiatus 
hernia was made. I have been unable to find reports of 
any such study. 

In our group of 957 patients, 78 (12.27%) were 
found to have hiatus hernias. Of these hernias, 9 were of 
the so-called short esophageal type, 53 were small, 3 cm. 
or less in diameter, 9 were medium, 3 to 7 cm., and 7 were 
large, more than 7 cm. in diameter. While this is a con- 
siderably higher percentage than in previously reported 
control groups, I suspect that it is still far from the actual 
number of hernias present. The reason for this belief is 
the report of Harrington * that in 500 abdominal opera- 
tions he examined particularly the esophageal opening 
from within the peritoneal cavity, and found that in 33% 
one or more fingers were admitted between the dia- 
phragm and the esophageal ring. 

In contrast to the 12.27% incidence of hiatus hernias 
found in the control group, a group of 100 patients with a 
clinical diagnosis of angina pectoris, who had been under 
my care for periods of time varying from one month to 
14 years, were examined by roentgenograms to deter- 
mine the incidence of hiatus hernia. The ages varied 
from 38 to 72 years; 55 were men and 45 women. Ten 
of this group died, and postmortem examinations were 
done on six of them, the pathological findings corrob- 
orating the diagnosis. Of the total group of 100 patients, 
25 were found to have hiatus hernias. Twenty-two of the 
25 hernias were small in size, approximately 3 cm. in 
diameter, and 3 were large, being greater than 7 cm. in 
diameter. On careful study, 7 (35.7% ) of the 25 patients 
with hiatus hernias were judged to have no demonstrable 
coronary artery disease, and their symptoms were at- 
tributed to the presence of hiatus hernia. 

Case 1.—M. E., a 50-year-old married woman, gave a his- 
tory of “indigestion” for many years, which consisted of fullness 


after eating, distress beneath the lower sternum, a dull, persistent 
pain referred through to the left neck, to the left shoulder and 
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down the inner aspect of the left arm to the elbow. This pain 
was especially apt to follow a full meal or to occur after she 
retired. It was relieved by belching. In 1942 her gallbladder was 
removed. The pathologist reported that it showed no evidence 
of disease. Her symptoms continued. In 1944 she entered the 
hospital with a diagnosis of angina pectoris, at which time I saw 
her in consultation. On further study, heart disease was not 
found. A hiatus hernia 10 cm. in diameter was demonstrated. 
Surgical repair relieved her of her symptoms. This story has been 
repeated several times in instances recorded in the literature. 

Case 2.—M. D., a man 38 years of age, in 1942 had com- 
plained for six months of bouts of pain in his cervical spine, 
radiating down both arms. Three months later the pain seemed 
to start in his middle chest and radiate into the arms and down 
into the little finger of each hand. The pain was constant, severe, 
lasted about one half hour, and was associated with belching 
and sweating. It occurred especially after large meals and dur- 
ing sleep. It was relieved promptly by alcohol or glyceryl trini- 
trate (nitroglycerin). X-ray studies of the spine, gallbladder, and 
gastrointestinal tract and an electrocardiogram revealed no ab- 
normalities. 

One year later he was reexamined and a hiatus hernia recorded 
by the roentgenologist as “possibly too small to cause symp- 
toms” was found. He was placed upon medical management for 
his hernia. His bouts of pain lessened gradually, and three years 
later he was working steadily as an auto mechanic and regarded 
himself as well. 

Case 3.—C. D. C., a male physician, age 52, for three years 
had experienced a severe ache beneath his lower sternum, with 
associated cramping in his jaw. He had it constantly day and 
night for from 3 to 30 days at a time. It was more marked when 
he was lying down. It was aggravated by tension. For the previ- 
ous year and a half he had noted in addition to the above symp- 
toms acid eructations and heartburn coming on one to one and 
one-half hours after meals and relieved by alkali. During the 
past six months he had had difficulty in swallowing and regurgi- 
tation. At times he would be entirely free from these symptoms 
for some months. 

Previous roentgenological studies of the gallbladder and gas- 
trointestinal tract had revealed no abnormalities. Electrocardio- 
grams repeatedly showed normal cardiac function. In view of 


continued normal cardiac findings and electrocardiographic stud- ° 


ies, a restudy of the gastrointestinal tract was made, and it re- 
vealed a small hiatus hernia of the short esophagus type. Medi- 
cal management and reassurance that his disease was not an 
angina has resulted in cessation of his symptoms. 

Case 4.—Mrs. M. M., age 56, noted pain beneath the lower 
sternum in November, 1945, radiating to both shoulders, arms 
and fingers. It appeared midmorning, after the evening meal, and 
frequently after retiring, being relieved by sitting up. Following 
application of hot towels to the abdomen these symptoms dis- 
appeared for several weeks, to return in February, 1946, when 
the previous remedy of hot towels was no longer effective. In 
addition to the bouts of pain, which now were more severe, she 
had frequent vomiting. Results of laboratory examinations were 
entirely negative. X-ray study revealed a hiatus hernia 3 cm. 
in diameter. Medical management resulted in effective relief. 

Case 5.—Mrs. F. C. was 76 years old. At the age of 66 years 
she was seized with severe low substernal pain with a “sense of 
gas pressure” in the left lower quadrant. This was relieved in part 
by belching. A diagnosis of coronary thrombosis was made. She 
spent six weeks in bed and limited her activities markedly there- 
after. One year later a cardiac consultant concluded, after careful 
study and electrocardiograms that showed normal heart func- 
tion, that the patient had not had a coronary thrombosis. During 
the following four years she suffered 20 bouts similar to the one 
described above. During this time she acted as her own physi- 
cian and upon recovery from each attack proceeded with her 
usual active life. At the age of 76 she was reexamined, with 
normal findings so far as the heart and circulatory system were 
concerned, but x-ray study revealed a small hiatus hernia. Medi- 
cal management undoubtedly had some part in the absence of 
further bouts for the next two years, at which time she suc- 
cumbed to a virus pneumonia. 


Case 6.—Mrs. E. K., age 61, differed from the aforemen- 
tioned patients. She was followed for a period of 14 years, 1932 
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to 1946. She had distress high in the epigastrium, extending up 
under the lower third of the sternum. The distress was vague and 
difficult to describe, but “seemed like gas and was relieved by 
soda.” It came on shortly after eating. On examination, the heart 
was small and the electrocardiogram negative. These negative 
findings were re-affirmed two years, three years and five years 
later, when she complained of a peculiar sensation in the epi- 
gastrium, noted upon retiring and relieved by glyceryl trinitrate 
(nitroglycerin). In 1942, or 10 years later, significant changes had 
occurred in the electrocardiogram and the orthodiagram demon- 
strated a broadening in the transverse diameter of the heart of 
2 cm. over previous measurements. The patient now described a 
clutching sensation beneath her upper sternum brought on by 
walking. Heart disease had entered the picture. X-ray study at 
this time demonstrated a hiatus hernia 3 cm. in diameter. Her 
activities became gradually more limited. She died suddenly in 
1944, 

In this instance the story is suggestive of symptoms caused 
by a hiatus hernia. During the latter part of the patient's life, 
both heart disease and hiatus hernia were present. It is well to 
remember that hiatus hernia and heart disease may be coexistent, 
as has been frequently noted in the literature, and that the en- 
thusiasm of the physician should not attribute the symptomatol- 
ogy to one condition or the other without clinical and laboratory 
evidence. 

CasE 7.—Mrs. R. M., age 69, complained of pain beneath 
the lower third of the sternum, radiating to the left shoulder, of 
10 to 15 minutes’ duration. It came on especially after a large 
meal and had been present for four months. The blood pressure 
was from 170/90 to 200/100. The electrocardiogram gave sug- 
gestive evidence of myocardial damage. On roentgen study a 
‘arge hiatus hernia 9 by 9 cm. was found. The hemoglobin level 
was 46 gm. per 100 cc., and the red cell count 4,000,000. Lron 
was given by mouth, and at the end of four months the hemo- 
globin level was 90 gm. per 100 cc., the red cell count 4,270,000. 
Appropriate medical management for hiatus hernia was also 
carried out. The patient has remained free of her heart pain 
since. 

This is an instance in which bleeding associated with the 
hiatus hernia was apparently responsible for the anemia, and the 
anemia or hiatus hernia, or both, were responsible for her 
symptoms. Secondary anemia was first noted by Herrick ®¢ as 
simulating angina pectoris. Several instances of hiatus hernia 
associated with anemia have been reported in the literature. 


COMMENT 


The majority of recent observers agree that most hia- 
tus hernias are acquired conditions resulting from a con- 
genitally large or incompetent esophageal hiatus. The 
short esophagus type, which occurs very infrequently ac- 
cording to most observers, has been explained as shorten- 
ing of the esophagus due to peptic ulceration, or to reflex 
spasm caused by stimulation of the vagus nerve. The 
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other types of hiatus hernias, in which the esophagus is 
of normal length, are the paraesophageal type, in which 
the stomach alone is herniated, and the sliding type, in 
which both the esophagus and the stomach are in the 
hernial sac. These two types are generally believed to 
constitute about one-third and two-thirds, respectively, 
of the total number of hiatus hernias. Symptoms appear 
as age increases and muscle loses its tone and stretch, and 
when, in many persons, increased amounts of intra- 
abdominal fat tend to increase intra-abdominal pressure. 

Opinion is varied as to whether there are typical symp- 
toms caused by esophageal hiatus hernia and whether by 
these a positive diagnosis can be made. As Putney * stated 
the matter, “The amount of mechanical interference with 
the function of the herniated viscus, the degree of dia- 
phragmatic dysfunction, and the amount of increased in- 
trathoracic pressure determine the type and number of 
complaints.” Beckh and Huffman “* found that, from the 
standpoint of differential diagnosis of coronary artery 
disease, the size and type of hernia was of little or no 
importance, and that the symptomatology often varied 
inversely to the extent of herniation. Young * believed 
that an elderly patient who complained of epigastric or 
substernal distress at night, relieved after sitting up or 
getting up, probably had a hiatus hernia. The symptoms 
may be mainly epigastric or thoracic, the latter being sub- 
sternal pain, referred to the left shoulder and arm, short- 
ness of breath and difficulty in swallowing. A useful point 
in differentiating the symptoms of hiatus hernia from an- 
gina pectoris is the relief obtained in the former group by 
getting up and moving about. Even the electrocardiogram 
of a patient with hiatus hernia may suggest myocardial 
disease. Van Dellen ** observed a patient with normal 
heart function as shown by an electrocardiogram when 
herniation was not present, but in which there was a 
typical coronary curve when herniation occurred. Master 
and his associates “' found that certain complications of 
hiatus hernia, such as anemia, vomiting, and dysentery, 
might precipitate acute coronary insufficiency. They 
demonstrated, however, by the use of the two step exer- 
cise and anoxemia tests, that, with few exceptions, hiatus 
hernia does not produce typical anginal pain on effort 
unless there is underlying coronary artery disease. Our 
own experience leads us to believe that x-ray study is 
warranted to substantiate the diagnosis of hiatus hernia. 
Special techniques are necessary for this purpose, and 
pictures taken with the patient in the Trendelenburg posi- 
tion are part of this procedure. 

Much has been written concerning the cause of pain 
in hiatus hernia. Gilbert, LeRoy, and Fenn '* demon- 
strated that distention of the stomach or peritoneal cavity 
in dogs caused a decrease in the blood flow through the 
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circumflex branch of the left coronary artery. This they 
believed explains attacks of angina pectoris in patients 
with distended stomachs. Jones,* in a review of the me- 
chanism of pain in both hiatus hernia and angina pec- 
toris, concluded that over-distention of the lower end of 
the esophagus or the herniated portion of the stomach 
might be responsible for the production of anginal pain 
in any or all of its variations. Linn °° believed that pain 
from either the stomach or the heart might be referred, 
over the sympathetic and parasympathetic nervous sys- 
tems, to the substernal and epigastric areas and to the 
neck and left clavicular regions. Master and his associ- 
ates similarly pointed to the fact that the nerve pathways 
are much the same for the diaphragm, the lower end of 
the esophagus, and the stomach, so that reflexes arising 
in any One of these regions might produce cardiac signs 
and affect the coronary circulation. 

Apart from Gilbert’s study mentiond above, I am not 
aware of any other data concerning the incidence of hia- 
tus hernia in patients with angina pectoris. I have re- 
viewed the records of 100 private patients in whom a 
diagnosis of angina pectoris had been made and in whom 
an intensive search for hiatus hernia by x-ray examina- 
tion was undertaken. In 25 of these patients, 22 hiatus 
hernias of the small type, 3 cm. or less in diameter and 3 
of the large type were found. Six of these patients had 
been treated for angina pectoris by one or more physi- 
cians. Their stories were such that we, having become 
“hernia conscious,” suspected the presence of such a 
lesion, and it was demonstrated by roentgenograms. They 
were placed upon medical management, and their symp- 
toms were relieved. A seventh patient was characteristic 
of several reported in the literature. She first was thought 
to have gallbladder disease. The removal of a normal 
gallbladder did not lessen her symptoms. She was next 
treated for angina pectoris without relief of symptoms. 
The surgical repair of a large hernia relieved her entirely, 
and for the past year she has stated that she “is cured.” 

The group of seven patients with symptoms due only 
to hiatus hernias in this group of 100 is small, and yet it 
is evident that this condition must be kept in mind when 
a differential diagnosis of angina pectoris is being con- 
sidered. Angina pectoris is a syndrome, a group of symp- 
toms, due to several causes, some of which lie outside the 
heart altogether. Pheochromocytoma of the adrenal 
gland may simulate coronary heart disease exactly, and 
hiatus hernia is another such condition. 

Some patients with hiatus hernia develop ulcer or 
bleeding points within the herniated portion of the stom- 
ach. Recognition of the anemia and appropriate medical 
treatment has resulted in relief of distress in one of our 
group of patients and of several reported in the literature. 
Harrington * noted anemia in 11% of 198 patients oper- 
ated on for diaphragmatic hernia by him. Moersch ** and 
Jackson and Jackson ** have stressed endoscopic exami- 
nations of the esophagus and herniated stomach for 
bleeding points. Brick *' stated that there probably al- 
ways is some mucosal disturbance in hiatus hernia that 
bleeds, regardless of the size of the hernia, and numerous 
other observers ‘’ have noted bleeding and anemia asso- 
ciated with hiatus hernia. 

In summary, a brief note on treatment is warranted, 
since a large percentage of these hernias respond to medi- 
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cal management, and operative interference is not indi- 
cated until such management has been thoroughly tried. 
A bland diet of high caloric content, possibly given in 
from four to six feedings, is advisable. The patient should 
remain upright for two hours after eating. Sleeping at an 
elevation of 45 degrees will often prevent the distress at 
night. Antispasmodic drugs serve a useful purpose, 
especially atropine. Alkalis may also be helpful. Weight 
reduction should be effected in obese patients, and ac- 
tivities requiring bending and stooping eliminated. Re- 
assurance to the patient that the symptoms are not due 
to heart disease is a great help in itself. 


SUMMARY AND CONCLUSIONS 

A group of 100 private patients in whom a diagnosis 
of angina pectoris had been made were studied by x-ray 
examination to determine the presence of esophageal 
hiatus hernia. Twenty-five such hernias were found, 22 
of the small type, 3 of the large. Six of this group of 25 
patients with hiatus hernia had their symptoms relieved 
by medical management. A seventh with a typical picture 
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of angina pectoris was relieved of all symptoms following 
surgical repair of a large hiatus hernia. 

One patient, followed for a period of 14 years, had 
probably had first a hiatus hernia and later added coro- 
nary disease. This instance is cited to emphasize the 
point that both conditions may occur together. Another 
patient, complaining of pain beneath the lower third of 
the sternum that radiated to the left shoulder, had a large 
hiatus hernia 9 cm. in diameter and a hemoglobin level 
of 46 gm. per 100 cc. Bleeding points or ulceration 
within the hiatus hernia have been recorded in 11% of 
one group reported in the literature. In such instances 
correction of the anemia often relieves the symptoms. 

In a control group of 957 patients who had x-ray 
study of the gastrointestinal tract in which a search for 
esophageal hiatus hernia was routinely part of the pro- 
cedure, 78 (12.27% ) were found to have hiatus hernia. 
The highest incidence reported in any other control group 
is 8.93% ."! 
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EARLY DIAGNOSIS OF DIABETES MELLITUS 


Martin H. Reinberg, M.D., Paul O. Greeley, M.D. 


Mary S. Littlefield, B.S., Los Angeles 


The importance of early diagnosis and institution of 
treatment of diabetes mellitus cannot be overemphasized. 
As was pointed out recently,’ “The insidious onset of the 
disease is the greatest handicap. . . . From every view- 
point—personal, community, economic and professional 
—it is urgent that unrecognized diabetes be discovered 
and medical care instituted.” 

There is experimental evidence * that pancreatic islet 
cells can regenerate and that early pathological changes 
in diabetes are reversible. The island cells of the diabetic 
pancreas are thought to be in a constant process of de- 
struction and regeneration, with eventual dominance of 
the former. Thus the proper treatment of young persons 
with more resilient tissues may bring about appreciable 
regeneration of damaged island cells,* and the importance 
of prompt discovery of diabetes becomes apparent. 

Unfortunately, although intensive management is most 
promising when begun at the onset of the disease,* the 
treatment of diabetes is now too often postponed beyond 
the theoretical period of reversibility. In addition, delay 
in diagnosis and treatment may be followed ° by increased 
severity as measured by greater insulin requirements and 
by increased complications. Lack of diabetic control in- 
creases susceptibility to infection and acidosis. There is 
also evidence of an increased incidence of intercapillary 
glomerulosclerosis,® juvenile cataracts,’ fatty livers and 
cirrhosis * in uncontrolled diabetes. It is true that there 
are many more diabetics in the age groups over 40, but 
the younger age groups must be thoroughly investigated 
if diabetes is to be detected early. Every effort should be 
made to discover these generally more labile diabetics 
before serious infection or an episode of coma forcibly 
brings the diagnosis to light. 


For the purpose of early diabetes detection, a number 
of surveys have been made, and Diabetes Week and Dia- 
betic Detection drives have been instituted. Surveys have — 
varied in method and have been well summarized previ- 
ously.’ In addition to the known progressive increase in 
the diabetic population, the number of newly discovered 
diabetics has increased with more careful and extensive 
methods of detection. In a group of nearly 150,000 per- 
sons '’ between 16 and 24 years of age, who were exam- 
ined by urinalysis, 0.12% were found to be diabetic. 
Other surveys in this age group have revealed an inci- 
dence varying from 0.2% to 0.6%.'' In the entire Ox- 
ford, Mass., survey *® approximately 2% of the popula- 
tion (all age groups) were found to be diabetic. 

Until fairly recently, criteria for the laboratory diag- 
nosis of diabetes were not uniform. This may have been 
at least partially based on the past use of the Folin-Wu 
method of blood sugar determination. This method also 
measures nonglucose reducing substances, which may 
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amount to as much as 78 mg. per 100) cc.. im amy single 
determination.'* For this reasom the Nelsom pliotoelec- 
tric modification of the Somogyi metlod! for the deter- 
mination of “true” glucose is. now considered ome of tie 
most reliable.** 

In tests of large numbers of persons for the presemce 
of diabetes, the problem exists concerning screening pro- 
cedures that would give the most informatiom and! yet be 
practical for both the patients and! examiners.. Obviously. 
a complete glucose tolerance test is neither desirable mor 
necessary im every Case. 

A single urinalysis. with negative results is of practi- 
cally no diagnostic use im excluding diabetes.. However, 
as more random urinalyses are done on the same patients 
a greater number of positive reactions. are fowmd.*" Dia- 
betes exists in a third or more of adults. who dm lave gi 
cosuria,'* but there is a great possibility of error im diag- 
nosis of diabetes from glycosuria alone. Thus im one lange 
series,'° in only about half the urine specimens that wene 
positive for reducing substance im amounts of 1% or less 
was diabetes the cause. Im 97% of 200) specimens. im 
which the reducing substance exceeded! % the reducing 
substance was dextrose but even im some of these dialetes 
was excluded by oral glucose tolerance tests. 

In another large survey '* glycosuria was found im 
2,991 out of 69,159 persons tested. From the results of 
2,211 blood sugar determinations. the diagnosis: of dia- 
betes was confirmed im 151 persons. (kKnowm dialetics)).. 
and 148 new diabetics were discovered. Urine specimens: 
in this survey were obtained one to three hours: after a 
heavy carbohydrate meal. Thus, while urinalysis: is sim- 
ple and convenient, whem used! by itself there willl be am 
excessive number of false positive and false megatine 
reactions. This does not preclude its. use im combinatiom 
with other methods or by means of self-testing kits im the 
large group of persons who could not otherwise be 
screened by additional methods. 

A fasting blood sugar level above the upper limit of 
normal is not always diagnostic of diabetes: mellitus, 
since a number of conditions. may elevate this lievell. Also, 
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low fastime sumer walues @cour im true diabetes. 
Thhenefione., tthe sugar alone may cause false 
poxitine or falke meactions,“” and, if a smgle 
lino! test ims dome, tthe fiestimg llewvel its probably ‘the least 
valuable. 

Om tthe otthar Ihandl, tthe time of tthe most wseful single 
detemmimatiom thes mot theon settled. Wilder “° prefers a 
test two hours after ithe oral admin- 
of a dose of dextrose. A thigh level at 
this time Gimmishsd ahility to wtilize carbo- 
Hhowewor, Kosim, Root, and Marble feel 
2 greater mumiher imoppient diabetics would ‘be 
discowened! iff the flood suger were determined one hour 
after admmstretion. This difierence im opmion 
muy the om tthe mumther of persons who might have 
falke megane walls ait @wo hours as compared with those 
who woulld stow posite walues at one ‘hour, the 
latter owimne to am imoreased rate of absorp- 

A dexonthed  thlood sugar screening method, 
which is to mapidl, and accurate, come 
into use amd thes facilitated soreenme of large 
mummers of This method wtilizes various ‘blood 
liewels, dependiont on the concentrations 
off reagent Whe test may the done manually on 
singe specimens or thy means of am imgenious apparatus, 
tie Hiewsom cimitrom,” witth which as many as 120 de- 
muy the made one fhour. 

The of @lucose tolerance tests ts often 
@ificuih. Sinoulid patients the called diabetic who lhave 
either omethour llewel accompanied ghycosuria, 
on a dived nettumn to monmal, hut not both? one group 
of sucth patients who ware followed for over 10 
greater in those who cremamed obese or who 
fread! of Giathetes. Im another series of 
poedinietics as persons with any abnormal ele- 
vation of tthe hood suuzar llewell, however shght, either fast- 
ime or thefione meals) who wore followed for periods of 
to 23 yeas, 60% diabetes. was there- 
fore comciudisd that any impamment of carbohydrate 
metabolism cam mewer the 

Thene is a possibility that corticotropm (ACTH) or 
contiome muy prove tthe detection of early sub- 
that, att present, most doubt- 
full Gases a Gefimie Giwnosts of ditbstes can be made 
only hy and repeated tests of blood 
amd! wome.. Newenttheless, it would the important ito imsti- 
tute mersures cathy im an attempt ‘to pre- 
vert or postpone tthe development of tirank diabetes im 
the group of would the especially true 
of ovenwautin or those with family ‘histories 


off 
PRESENT 


Every mew sttudient att tthe University of Southern 
Califiomma is ordimamily gwen «a complete physical exam- 
inatiom, chest and wmmabhysis. in order to discover 
lager of camhy cases of than ts possible 
toy alone, it was decided to mves- 
tigate these mone thoroughhy. This was consid- 
ened! im a wmiversity population, simce 
cass Cun the froallowed closely for at least 
four yeas, amd flor more. 


ay 
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Prior to physical examination each student was given blood sample. With this method the fasting and two-hour 
a special form to complete. This completed form in- blood specimens give values normally 100 mg. per 100 
cluded a specific list of all food and drink consumed dur- cc. or less, and the highest point of the curve is normally 
ing and after the previous meal, the times of which were 150 mg. per 100 cc. or less.'** Therefore, our criteria for 
noted. The number of grams of carbohydrate was com- diabetes was a blood sugar peak above 150 mg. per 100 
puted from this by a dietician. At the end of the routine cc. with a two-hour level above 100 mg. per 100 cc. Gly- 
examination a urine specimen was collected and a venous cosuria was considered only as additional evidence of 
blood sample drawn. The times of these were noted. The diabetes. A high fasting blood sugar level was not con- 
student was then given an appointment to return in a sidered diagnostic unless the remainder of the curve also 
fasting state on the next or a subsequent day. On his re- indicated diabetes. The criteria for a diagnosis of pre- 
turn he drank a lemon-flavored solution of 50 gm. of dex- diabetics was as defined above.'* Our purpose in per- 
trose in 300 cc. of water. In exactly two hours a venous forming random blood sugar-screening tests (i. e., with- 
blood sample was drawn. No urine specimen was col- out controlled dietary preparation) in addition to the 
lected at this time because of limited facilities. tests following administration of dextrose, was to deter- 

Because of the large number of urine specimens tested mine whether a significant number of diabetics would be 
in a short time, they were done by means of the galatest® missed by performing this simpler procedure alone. 


TABLE 1.—Summary of Data, by Sex and Age, on Persons with Positive Reactions in Screening Tests 


Number of Patients 


Male Female Total, 

55 and 59 and Sexes, 

15-24 25-34 35-44 45-4 Over Total 15-24 25-34 35-44 45-54 Over Total All Ages 
Completed all screening tests................ 1,374 951 114 19 3 2,461 479 111 59 15 1 OS 3,132 
Screening urine test, positive reaction...... 4 s 0 0 0 12 4 0 0 0 0 4 16 
Ist blood sereening test, positive reaction.. 6 3 1 0 0 10 eS” 0 1 0 0 7 17 
2nd blood sereening test, positive reaction. 17 10 1 0 0 28 3* 0 1 1 0 is) 33 
ee 4 4 0 0 9 2 0 1 0 0 3 12 
4 1 0 1 0 6 2 0 0 0 0 2 8 
2 4 0 0 0 6 0 0 0 0 0 0 6 


* One person had a positive reaction in both first and second tests. 


TABLE 2.—Correlation of Positive Reactions in Seventy-Seven Patients* 


Screening Level Sereening Level 


130 Mg./ 
130 Mg./ 100 Ce, 180 Mg./ 100 Ce, Urine and Urine and 100 Ce, and 
130 Mg./ 180 Mg./ 180 Mg. 
Urine Both Both 100 Ce. 100 Ce, 100 Ce, All 
Total ing Ist 2nd 2nd Ist 2nd 2nd Ist 2nd Ist 2nd Ist 2nd tions 
Tested Test Test Test Tests "Fest Test Tests Test Test Test Test Test Test Positive 
Positive reaction in sereen- 51 2 17 33 1 0 4 0 0 0 i) 0 0 4 0 
ing st but negative 
glucose tolerance reaction 
38-hour glucose tolerance re- 12 4 3 ll 3 3 5 3 2 3 2 3 3 5 2 
action (new diabetics) 
Known diabeties............. 7 7 6 ive 7 6 6 6 
SEE, bsnnss0nsdesenees 6 3 2 2 1 0 1 0 0 0 0 0 0 1 0 
* Where no figure appears, the reaction was not determined. 
reagent. Those that were positive were reexamined quan- RESULTS 
titatively by the Somogyi ** method. All blood specimens Both uncontrolled and controlled screening tests were 
were examined by the Wilkerson-Heftmann method and completed on 3,132 students. Twelve (0.38% ) of these 


with the use of the Hewson clinitron.* Each blood sample were newly discovered to have diabetes mellitus. There 


was initially processed at the 130 mg. per 100 cc. screen- were eight (0.26% ) previously known diabetics (table 
ing level. Those that were positive (over 130 mg. per 1). Thus the total number of diabetics was 20 (0.64% ). 
100 cc.) were reexamined at the same level and, if again There were also six (0.19% ) prediabetics. 

positive, they were tested at the 180 mg. per 100 cc. Five persons had positive reactions in the first (un- 


screening level. We made numerous checks on the clini- controlled) blood screening test and eight others showed 
tron® and on the method itself by performing duplicate 


blood sugar determinations by the Somogyi-Nelson blood 14. Wilkerson, H. L. C., and Heftmann, E.: Screening Method for Blood 
sugar method Glucose, J. Lab. & Clin. Med. 33: 236-238 (Feb.) 1948. 
g P ap d : 15. Exton, W. G.: Differential Diagnosis of Conditions Associated with 
Persons who had a positive reaction in any phase of Sugar Excretion, New York State J. Med. 86: 1545-1553 (Oct. 15) 1996. 
A one hers: Di Sti i i 
the screening process, that is, glycosuria or positive reac- an Trt aha 
tions to the first or second blood test at the 130 mg. per 17. Rabinowitch, I. M.: Diabetes Mellitus, Am. J. Digest. Dis. 16: 
95-111 (March) 1949. 
100 cc. level, were recalled for the performance of a 18. John, H. J.: Prediabetics: What Becomes of Them? Am. J. Digest. 
three-hour glucose tolerance test. This was done, after Dis. 17: 219-239 (July) 1950. | oo) 
. . 19. Thorn, G. W., and others: Medical Progress; The Clinical Useful- 
100 gm. of glucose was given orally by the Nelson modi- ness of ACTH and Cortisone, New England J. Med. 242: 783-793 (May 
fication of the Somogyi (“true blood sugar’) method. Clay 25) 865-872 1) 1990. 


20. Somogyi, M.: A Rapid Method for the Estimation of Urine Sugar, 
Urine specimens were examined concomitant with each J. Lab. & Clin. Med. 26: 1220-1223 (April) 1941. 
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positive reactions in the second (controlled) test who did 
not return for three-hour glucose tolerance tests. No one 
who had glycosuria failed to return for a glucose toler- 
ance test. On the basis of the number of persons with 
positive reactions in each series of screening tests who did 
complete glucose tolerance tests and who proved to be 
diabetic or prediabetic, it might be expected that two 
additional diabetics and no additional prediabetics would 
have been found. Therefore, if these persons had returned 
for glucose tolerance tests, the expected incidence of 
newly discovered diabetics would be 0.45%, total dia- 
betics 0.71%, and prediabetics 0.19%. 


TaBLe 3.—Data on Persons Screened and Diabetics Found, 


by Race 
Diuheties 
Newly Pre- 
Persons Dis- viously Pre 
Race Screened covered Known diabetics 

3,132 12 & 6 
2,950 10 8 5 
ens 61 0 0 0 
SET 99 2 0 1 
7 0 0 0 
15 0 0 0 


J.A.M.A., April 5, 1952 


theoretical correction for the number of persons whose 
previous dietary intake was undetermined, these numbers 
would not be much enlarged. 

It might be of interest to note that the greatest pro- 
portion of false positive reactions occurred in the un- 
controlled blood sugar screening series. The controlled 
series showed the next greatest proportion of false posi- 
tive reactions and urinalysis the smallest, but urinalysis 
by itself failed to discover the majority of the new dia- 


betics. 
COMMENT 


It seems apparent that for efficient screening for the 
presence of diabetes there must be prior preparation of 
the subjects with controlled carbohydrate intake. Few 
diabetics would remain undetected by a procedure con- 
sisting of a single blood sugar determination two hours 
after ingestion of 50 gm. of dextrose, although there 
would also be false positive reactions. If a urine specimen 
were examined for sugar at the same time, the possibility 
of diabetes remaining undiscovered would be very small 
indeed. Apparently a blood sugar screening test even 
combined with urinalysis, without prior controlled carbo- 


TasL_e 4.—Persons Screened, Incidence of Diabetic Family History and Overweight* 


Persons 
Screened 
Family History of Diabetes 
and Overweight No. % 
Positive history 
A. Progenitors, siblings or descendants...... 204 6.5 


Positive 
Reaction in 


Screening Test 


with Negative 
Glucose 


Tolerance New Known 
Reaction Diabetics Diabeties Prediabetics 
| 
No. % No. % No. % No. % 
61 1.6 12 0.4 s 0.3 6 0.2 
6 11.8 1 8.3 2 25.0 0 0.0 
1 2.0 1 8.3 0 0.0 1 16.7 
0 0.0 0 0.0 0 0.0 0 0.0 
43 84.3 10 83.3 6 75.0 5 83.3 
- 1 2.0 0 0.0 0 0.0 0 0.0 
20 39.2 s 66.7 2 25.0 3 50.0 


* Methods of Conn 
delphia, W. B. Saunders Co., 1949, pp. 127 


It may be seen (table 2) that 11 (91.7%) of the 12 
newly discovered diabetics had positive reactions at the 
130 to 180 mg. per 100 cc. screening level in the second 
(controlled) series of tests. Only four (33.3% ) diabetics 
would have been discovered by urinalysis alone, although 
one of these would have been missed if only blood screen- 
ing tests had been done. Only three (25%) of the 12 
diabetics would have been discovered by the perform- 
ance of uncontrolled blood screening tests alone, none 
of whom would have been missed by the controlled 
blood tests. Urinalysis and uncontrolled and controlled 
blood screening tests had no advantages over one an- 
other in regard to discovering prediabetics. Each, by it- 
self, was inadequate. 

Age, sex, and race are summarized in tables 1 and 3. 
The findings concerning overweight and diabetic family 
history (table 4) are similar to previous findings of 
others. The number of diabetics discovered by uncon- 
trolled testing was too small to permit valid determina- 
tion of a relationship to prior carbohydrate intake. In any 
case (table 5) only one of the 16 who had glycosuria and 
one of the 17 who had a positive reaction in the first 
blood screening test were postcibal. Even if we made a 


H. F., and , oes Current Therapy 1949: Latest Approved Methods of Treatment for The Practicing Physician, Phila- 


TaBLeE 5.—Correlation of Positive Reactions with 
Previous Dietary Intake 


No 
Post- Deter- 
Fasting * cibalt mined{ Total 


No. of persons 2,314 416 3,132 
Urine positive in sereening test....... 13 1 2 16 
Ist blood sereening test, positive re- 
screening test, positive re- 
Pas 18 § 6 9g 33 
on 2 2 12 
7 0 1 8 
3 2 1 6 


* Less than 50 gm. of carbohydrate ingested 30 minutes or longer pre- 
ceding the test 


+ More than 50 gm. of carbohydrate ingested 30 minutes to two hours 
preceding the test. 
Insufficient information to classify. 
§ One person had a positive pert in both first and second tests. 


hydrate intake, would leave too many diabetics still un- 
detected. 

We plan to conduct another survey, testing both blood 
and urine one and two hours after ingestion of dextrose, 
in order to determine which of the two is the procedure 
of choice. To further facilitate and simplify the screen- 
ing of large numbers of persons, it might also be of value 
to substitute for the glucose some type of generally avail- 
able carbohydrate in standard amounts. 


| 
iV 14 
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SUMMARY AND CONCLUSION 


The importance of early detection and treatment of 
diabetes mellitus is discussed. To detect early diabetes 
and in order to determine the relative value of uncon- 
trolled and controlled screening procedures, a survey 
for diabetes was conducted among college students. Un- 
controlled urine and blood tests were of comparatively 
little value in this series. A single blood sugar test per- 
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formed two hours after ingestion of 50 gm. of dextrose 


is an efficient and simple screening method. A concom- 
itant urinalysis might add to this efficiency. Persons with 
positive reactions in screening tests may subsequently 
be studied with glucose tolerance tests, preferably by a 
“true” blood sugar method. By this means an incidence 
of 0.45% newly discovered diabetics and of 0.71% total 
diabetics may be expected in a college age group. 


OFFICE PRACTICE 


OF ANESTHESIA 


Forrest E. Leffingwell, M.D., Los Angeles 


The title of this paper conveys the impression that 
administration of an anesthetic in the office has certain 
inherent attributes that it would not have elsewhere. This 
implication will be dispelled at the outset. Principles of 
good anesthesia are universal and totally independent of 
environment. Unfortunately, in the office the hazard is 
increased, and it is probably this fact alone that justifies 
the presentation of this material as a specialized subject 
worthy of consideration. 


OFFICE EQUIPMENT 

From the standpoint of equipment, administration of 
anesthesia in the office is what we care to make it. Safety 
demands certain essential equipment as minimal. No 
anesthetic should ever be given without some means of 
administering oxygen under pressure. An elaborate gas 
machine is not necessary. The cost is prohibitive, and its 
apparent complexity appears formidable to those un- 
initiated in its use. A small cylinder of compressed oxy- 
gen connected to a well-fitting face mask with rebreathing 
bag attached provides a satisfactory means of inflating 
the lungs of a patient with apnea or respiratory depres- 
sion. Less versatile but still effective is the Kreiselman 
resuscitator.'! This is a compact, hand-operated bellows 
that normally makes use of air, though a connection is 
provided through which oxygen may be added. 

A suction apparatus, either mechanical or water 
driven, is a necessity. It should be instantly available 
and provided with adequate connections and tips. The 
latter should include a rigid curved pharyngeal tip as 
well as a large caliber catheter. The need for suction 
usually arises suddenly, and the delay occasioned by 
setting it up and searching for connections and tips may 
be disastrous. If the operating table will not provide for 
the Trendelenburg position, some means should be 
thought out ahead of time by which the patient can be 
placed in this position quickly. 

No special supply of drugs is needed, since the only 
drugs that are commonly required for office anesthesia 
are almost always present in any office. One exception 
is curare, the use of which will be discussed later. Nota- 
bly unnecessary are recommendations for caffeine, cora- 
mine® (a 25% solution of nikethamide), pentylenetetra- 
zole (metrazol®), and picrotoxin, representatives of the 
large group of analeptics and stimulants that are often 
mistakenly regarded as necessities in resuscitation and 
other anesthetic emergencies. 


The condition and status of the patient and the cir- 
cumstances under which the need for anesthesia arises 
constitute an important aspect of office anesthesia. Sched- 
uled cases, if properly planned and carefully conducted, 
will cause little concern and constitute no greater risk in 
the well-equipped office than in a hospital. Of course 
there is always the danger that instructions regarding 
preoperative fasting and other necessary directions will 
be forgotten or ignored by uncooperative patients or 
sympathetic parents. A classical example of the latter 
is the solicitous mother who fed her son a large break- 
fast just before a proposed tonsillectomy because she 
“knew his throat would be sore and he would not be abie 
to eat much for several days.” Accidents and other emer- 
gencies in which the patient is brought to the office, like 
their counterpart in the hospital, provide disconcerting 
and dangerous predicaments that tax skill and demand 
the ultimate in ingenuity. Most patients will be victims 
of trauma, and the pain and excitement inherent in such 
situations bring about alterations in normal physiological 
processes that retard digestion, delay emptying of the 
stomach, and charge the blood stream with abnormally 
high levels of epinephrine. The exigency of the situation 
may tempt one to dispense with adequate preanesthetic 
survey and proper preparation, and thus disaster is 
courted. 


PREMEDICATION, PREPARATION, AND PLANNING 

For anesthetic complications, prophylaxis is the best 
treatment, since irreparable damage may occur simul- 
taneously with the appearance of the complication. Stom- 
ach contents may be inhaled with the first breath taken 
following regurgitaticn. Laryngospasm occurs with dra- 
matic suddenness, and irreversible changes may take 
place before normal respiratory exchange can be re- 
stored. It takes but a short time to determine the pre- 
operative status of the patient’s circulatory and respira- 
tory systems. A few questions will reveal a history of 
asthma or any serious illness that may affect the risk. 
The importance of learning the exact time and size of 
the last meal has already been alluded to. Delaying an 
anesthetic to check for removable dental appliances or 


From the Department of Anesthesiology, College of Medical Evange- 
lists. 

Read at the Fifth Clinical Session of the American Medical Association, 
Los Angeles, Dec. 7, 1951. 

1. Kreiselman, J.: A New Resuscitation Apparatus, Anesthesiology 4: 
608-611 (Nov.) 1943. 
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loose deciduous teeth will pay dividends in prevention. 
The emptying time for the stomach is normally from 
3% to 4 hours, but undigested food may remain for as 
long as 6 to 10 hours, if trauma occurs shortly after 
eating. If there is doubt, an attempt to empty the stomach 
should be made before starting the anesthetic, with a 
large caliber stomach pump. 

Premedication is an individual matter, and each case 
must be decided according to circumstances. Since few 
offices have space that can be devoted solely to recovery, 
it is desirable to administer as little narcotizing premedi- 
cation as is compatible with the effect desired. If general 
anesthetics with any of the volatile liquids or thiopental 
(pentothal*) are used, adequate doses of atropine or 
scopolamine should be given beforehand. This will pre- 
vent excessive secretions, which become an annoyance 
with inhalation agents and a definite hazard with thio- 
pental because of the danger of laryngospasm. Unless 
there is a definite indication, few patients given anes- 
thetics in the office will require sedatives or narcotics; 
however, local anesthesia is accepted more readily by 
patients who have received a sedative. There is no drug 
commonly used for premedication that cannot be ad- 
ministered intravenously; in fact, the intravenous route 
is the most desirable and is certainly the most practical 
for office use. The desired effects are secured in a matter 
of minutes instead of one or two hours. Smaller doses 
yield satisfactory results with less prolongation of effect. 
These considerations, which are desirable under all cir- 
cumstances, become almost mandatory for office anes- 
thesia. 

AGENTS, TECHNIQUES, AND PROCEDURES 


Thiopental is probably the agent that is the most com- 
monly used in the office; with it the patient yields rapidly 
to a smooth, pleasant sieep. If we recognize that it pos- 
sesses little or no analgesic properties, that it is a power- 
ful respiratory depressant, that a serious laryngospasm 
is always a threat—if we respect its lethal potentialities 
and stay within its well-circumscribed sphere of useful- 
ness—we have a very acceptable agent for office anes- 
thesia. Thiopental provides satisfactory conditions for 
short procedures that require no relaxation and in which 
painful stimuli and other noxious reflexes are minimal. 
Examination of tender and painful tissues, painful chang- 
ing of dressings, incision of boils and abscesses, ortho- 
pedic manipulations, and reduction of dislocations and 
minor fractures constitute procedures for which thio- 
pental will produce sufficient loss of sensibility. Opera- 
tions in and about the mouth, nose, and throat should 
not be done in the office unless the anesthetist is suf- 
ficiently trained to perform an endotracheal intubation 
and the office equipment is equal to that found in the 
average surgery. The danger lies in hypoxia, either from 
mechanical obstructions to the airway or from the more 
serious possibility of laryngospasm. The latter may be 
initiated by a few drops of pus, blood, or mucus. Spasm 
of the larynx may result also from anal or rectal sur- 


2. Millhon, J. A.: Pentothal Sodium Anesthesia for Dental Surgery in 
Office Practice: A Review of 3,434 Cases, Anesth. & Analg. 29: 163-168 
(May-June) 1950. Thompson, E. C., and Sleeper, H. R.: General Anesthetic 
Methods with Special Reference to Thiopental Sodium, J. Oral Surg. 8: 
121-132 (April) 1950. 
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gical intervention, particularly if it involves dilatation of 
the sphincter. 

The office administration of thiopental for dental ex- 
tractions is relatively common.’ This is a hazardous pro- 
cedure, but, since the practice is probably here to stay, 
it will bear discussion. Risk is minimized if the depth of 
anesthesia is maintained at just below the level of con- 
sciousness. This degree of narcosis does not impair the 
normal cough reflex to any extent, and respiratory ac- 
tivity is near normal. In this condition the patient may 
wince and mumble but will not have any memory of the 
procedure. The average dose required for uncomplicated 
extraction of one or two teeth will be less than 0.5 gm. 
If a more extensive procedure is contemplated, it is no 
longer a legitimate office procedure. No one should ad- 
minister thiopental under any circumstances unless pre- 
pared to deal promptly with laryngospasm or apnea. 
Laryngospasm constitutes almost the only condition con- 
nected with anesthesia in the office for which curare is 
indicated. The severest spasm may be interrupted by the 
intravenous administration of from 20 to 60 units of 
tubocurarine chloride or equivalent doses of decametho- 
nium bromide (1 to 3 mg.). Since these drugs may pro- 
duce a state of apnea, one must be prepared to maintain 
adequate pulmonary exchange until the patient is able 
to resume that function. Patients of advanced age do not 
tolerate, nor do they require, large doses of thiopental. 
When used in such patients, it should be diluted to less 
than the 2.5% solution that is commonly employed. 
Children are more safely anesthetized with other agents. 
Thiopental should not be administered to any patient 
who gives a history of asthma. 

If we were left with only one agent for office use, ether 
would probably be the wisest choice. The induction is 
slow and unpleasant, but it is preeminently safe. The in- 
cidence of vomiting is greater, but it usually occurs in 
light planes, while the patient still has laryngeal reflexes. 
Respiration is stimulated rather than depressed. The 
margin of safety is wide, and deep planes are not neces- 
sary for usual office procedures. 

Vinyl ether (vinethene*) and ethyl chloride should 
be used only for induction preliminary to ether or for 
procedures that can be completed in about that space of 
time. The temptation to bring patients into surgical 
planes of anesthesia with these agents must be’resisted. 
Complications will be rare if administration of ether is 
started as soon as the patient will tolerate it, thus over- 
lapping the inducing agent. As soon as saturation with 
ether is sufficient, the vinyl ether or ethyl chloride should 
be withdrawn. Since all three of these drugs are irritating 
to mucous membranes, adequate doses of scopolamine 
or atropine should be given before they are used to insure 
a dry airway. 

Generalized convulsions are occasionally seen during 
the first few minutes of induction with vinyl ether. They 
are probably a manifestation of anoxia combined with 
some effect of the drug on the cerebral cortex. They will 
cease promptly when the agent is withdrawn and the 
lungs are inflated with oxygen. Both vinyl ether and ethyl 
chloride are toxic agents and should be regarded as dan- 
gerous drugs. The pharmacologic action of ethyl chloride 
on the heart is similar to that of chloroform but less in- 
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tense.* Vinyl ether should not be administered in the 
presence of liver disease.* The extreme volatility of ethyl 
chloride has led to its use as a local refrigerant. The prac- 
tice is not harmful, but the anesthesia achieved is largely 
illusory. 

Regional blocks and local infiltration are particularly 
suited to office use. Procaine is the least toxic of all local 
anesthetic agents, but the anesthesia is of short duration. 
This constitutes no serious drawback in office practice. 
The drug’s action may be prolonged by adding epineph- 
rine, and few side-reactions will be seen if concentrations 
of 1:100,000 are not exceeded. Epinephrine and other 
vasoconstrictors should be omitted in annular infiltra- 
tions of the digits. It is unnecessary to use procaine in 
solutions stronger than 1%, and higher concentrations 
only increase the hazard of toxic reactions. Less tissue re- 
action will be noticed if the agent is dissolved in isotonic 
sodium chloride solution instead of distilled water. The 
block should be made as painlessly as possible. Skin, 
fascia, and periosteum are sensitive tissues and should 
be approached gently. As the needle is advanced, small 
quantities of solution should be injected. Unless the 
needle is moving, no injection should be made without 
first aspirating to avoid intravascular injections. 

The use of hyaluronidase has been advocated to in- 
crease the efficiency of regional anesthesia.‘ This drug 
brings about a wider diffusion of the anesthetic agent, and 
anesthesia occurs more rapidly; but it is no substitute for 
the knowledge of anatomy required for precise placement 
of needles in nerve blocks. Cuts and lacerations may be 
anesthetized preparatory to suturing by infiltrating the 
subdermal tissue throughout the circumference of the 


laceration. It may be argued that the pain of the needle © 


that carries the suture will be no greater than will be pro- 
duced by multiple injections of procaine. That might be 
true, except that puncture through the skin is unneces- 
sary in this procedure. The anesthesia is produced by 
subcutaneous injections into the cut edges of the lacerated 
tissue. Such injections are painless. Stellate ganglion 
blocks and other blocks of the sympathetic trunk should 
not be performed in the office. The possibility of inad- 
vertently producing spinal anesthesia or making intra- 
vascular injections constitutes too great a hazard. 


COMPLICATIONS AND RESUSCITATION 

Wherever anesthesia is practiced emergencies will 
arise, and resuscitation will occasionally be necessary. 
Complications may suddenly appear and initiate a train 
of events that will terminate fatally if prompt and de- 
cisive action is not taken. If vomiting occurs, the patient 
should be placed immediately in the Trendelenburg posi- 
tion, and effective suctioning should be started. If neither 
can be done, the patient should be rolled over into the 
prone position with the head and shoulders hanging over 
the edge of the table; younger children can be held up by 
the heels. Before administration of the anesthetic is re- 
sumed, the pharynx should be thoroughly cleared of 
residual vomitus. 

The problem of laryngospasm has already been men- 
tioned. Obstructions from that cause or any other will 
result in acute and severe deprivation of oxygen. Immedi- 
ate restoration of an airway and effective inflation of the 
lungs with oxygen are the only steps necessary. This is 
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most efficiently achieved with the equipment described 
above, but, lacking such, mouth-to-mouth insufflation 
may to resorted to. Inadequate pulmonary exchange re- 
sulting from apnea or depressed respiration is treated in 
the same manner. Carbon dioxide is of no value and may 
evea be harmful. The carbon dioxide level of the blood 
is already too high under these circumstances. Delaying 
the start of pulmonary ventilation while drugs are pre- 
pared and injected may cost the patient his life. There is 
no drug known that will initiate respiratory activity that 
has ceased. Coramine® may bring about a temporary im- 
provement in depressed respiratory states, but the effect 
is transitory and the subsequent depression is more pro- 
found. Investigation has shown that the commonly used 
analeptics are valueless and may even be harmful in the 
presence of serious respiratory depression.° 


OFFICE PROCEDURES 

No rules can be stated to govern the selection of the 
agent and technique for producing anesthesia in any 
given case. The decision depends on the circumstances, 
but attention is called to certain situations that are inher- 
ently hazardous. Bringing about states of unconscious- 
ness under the conditions necessary for fluoroscopy is 
extremely dangerous. A nonexplosive agent being de- 
sirable, thiopental is likely to be chosen, but this drug 
should never be administered in a darkened room. If the 
procedure cannot be accomplished with local anesthesia, 
ether is the safest choice, in spite of explosion hazard. 
The patient can be brought into the second plane of anes- 
thesia in another location and transported to the x-ray 
room at the last minute. The ether is left outside, and a 
damp towel is draped over the face. The anesthetist 
should place his cupped hand loosely over the patient’s 
mouth under the towel to provide some breathing space 
and to maintain contact with the patient’s respiratory 
activity. 

Mortality statistics are difficult to obtain, but it is well 
recognized that the death rate from tonsillectomies is in- 
ordinately high. Maintaining an open airway, keeping 
the patient asleep, and aspirating blood from the pharynx 
is an assignment that challenges the skill of the best- 
trained anesthetist, yet the indifference and carelessness 
with which this procedure is often approached is ap- 
palling. This procedure is just as safely performed in the 
office as in a hospital, if the equipment is the same. Death 
is usually due to anoxia, which so frequently exists to an 
alarming degree from the beginning to the end of the 
procedure. The conditions are perfect for ventricular 
fibrillation. The patients are given premedication too late 
or not at all, and exaggerated excitement during induc- 
tion floods the blood stream with high concentrations of 
epinephrine. When anoxia is superimposed on this, the 
pathologist will be called on to start looking for another 
“enlarged thymus” with which to absolve the anesthetist. 


3. Adriani, J.: The Pharmacology of Anesthetic Drugs: A Syllabus 
for Students and Clinicians, ed. 2, Springfield, Ill., Charles C Thomas, 
Publisher, 1942. 


4. Moore. D. C.: An Evaluation of Hyaluronidase in Local and Nerve 
Block Analgesia: Review of 519 Cases, Anesthesiology 11: 470-484 (July) 
1950. 

5. Mousel, L. H., and Essex, H. E.: An Experimental Study of the 
Effects of Respiratory Stimulants in Animals Under Pentothal Sodium 
Anesthesia, Anesthesiology 2: 272-280 (May) 1941. 
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Preliminary preparation for a tonsillectomy should 
include premedication given early enough to achieve the 
results intended. A barbiturate should be administered 
an hour and a half preoperatively and scopolamine or 
atropine a half hour before the anesthetic is started. 
Dosage depends on many factors but should be the right 
amount to bring the patient into a state of drowsy indif- 
ference. Induction should not be forced. A flow of oxy- 
gen under the mask will provide added protection. A pat- 
ent airway should be secured early and maintained 
throughout the operation at any cost even though this 
may involve getting in the way of the surgeon. The suc- 
tion should be used sufficiently to remove blood and 
secretions but not enough to limit ether concentrations. 
The passage of an endotracheal tube is a logical, but not 
always feasible procedure. Good anesthesia can be pro- 
vided without it but requires constant struggle and eternal 
vigilance. 

CONCLUSION 


It is readily apparent that one is not necessarily sur- 
rounded by an aura of security while administering an 
anesthetic for a minor office procedure. On the contrary, 
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the minor character of the operation often beguiles the 
uninitiated into an indifferent approach and careless 
practices that invite sudden disaster. It is not always clear 
just where a “minor” surgical procedure becomes major, 
but it can be stated without equivocation that there is no 
such thing as a minor anesthetic procedure. The degree 
of security involved in any anesthetist’s work is entirely 
dependent on the equipment he uses, the knowledge he 
possesses, and the practices he follows. 

As previously pointed out, the criteria for safe anes- 
thesia are the same wherever applied. The factors that 
decide the outcome are variable, and not the least of these 
is the ability and experience of the anesthetist. Every act 
of an anesthetist carries his patient toward death. It is not 
unreasonable to expect that one who undertakes the re- 
sponsibility of an anesthetist should be thoroughly famil- 
iar with the action of the agents he is using, adequately 
equipped to meet the complications that may arise, and 
effective in the art and mechanism of resuscitation. The 
responsibilities of practicing anesthesiology in the office 
cannot be regarded lightly. 
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TREATMENT OF INTRACTABLE PAIN OF VISCERAL ORIGIN 


I. Ridgeway Trimble, M.D. 


Samuel Morrison, M.D., Baltimore 


The treatment of pain in 12 patients with widely dis- 
seminated cancer by means of interruption of the asso- 
ciated autonomic nerve pathways is the subject of this 
paper. Unfortunately, the problem of the control of this 
relentless, increasing, often agonizing pain is all too fre- 
quent. Nothing is more demoralizing than continuous 
pain. The sufferer generally loses interest in personal ap- 
pearance, in cleanliness, and in ordinary relations with 
his family and friends. He becomes a piteous object, rest- 
less, sleepless, ever seeking relief that does not come. 

Drugs in the form of analgesics, particularly the mor- 
phine derivatives, have their place; however, in many 
cases, after pain has been relieved for a time with these 
drugs, it recurs with greater severity than ever. Morphine 
lessens physical pain, but there are certain painful can- 
cerous conditions in which morphine affords very inade- 
quate relief, and relief that lasts only a short time. In 
many cases the pains are so intense that increasingly large 
doses of the drug are soon necessary, although they are 
not well tolerated. Furthermore, these drugs do not al- 
leviate the patient’s dread of the return of his anguish as 
soon as the effect of the drug wears off. 

The patients here presented suffered from only one of 
the types of pain that we sought to alleviate, with a high 
incidence of success, by the somewhat indirect attack on 
the autonomic nerve paths, as contrasted with the direct 
attack on the somatic, or central nervous system, nerve 
paths. This method has also proved effective against the 
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-pain of (1) causalgia, (2) traumatic arthritis, (3) atro- 


phy of Sudeck, (4) ischemia in the extremities, charac- 
terized by either intermittent claudication or continuous 
pain, (5) angina pectoris, (6) chronic pancreatitis, (7) 
renal colic, (8) labor and menstruation, and (9) herpes 
zoster. Our present report is confined to the pain in late 
visceral cancer as controlled by operations on the auto- 
nomic nervous system or by alcoholic injection of this 
system. 

When a viscus is diseased, pain or tenderness is fre- 
quently felt in the tissues overlying it approximately, that 
is, in the abdominal or chest wall, or in some remote part. 
For example, pain is felt in the neck or shoulder in con- 
ditions affecting the diaphragm, between the scapulas in 
gastric disease, or in the region of the umbilicus in ap- 
pendicitis and over the precordium or in the left arm in 
angina pectoris. It will be recalled that a given spinal 
segment supplies a visceral area with autonomic nerve 
fibers and a well delineated area of the skin (dermatome ) 
with somatic nerves. The two types of structure linked in 
this way through the cord may be some distance apart 
(for example, diaphragm and shoulder) or may be more 
closely related (area of abdominal wall and an underly- 
ing abdominal viscus). Mackenzie conceived the idea 
that afferent autonomic impulses arising in a diseased 
organ, although of themselves incapable of arousing any 
sensation, would on entering the cord set up an “‘irritable 
focus,” with the result that cells accustomed to receive 
impulses from the corresponding somatic area were ex- 
cited. The impulses arising in these cells then traveled 
along the usual paths to higher perceptive centers (thal- 
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amus) which projected or referred the sensation to the 
somatic area. In this way spontaneous pain in superfi- 
cial structures remote from the diseased site was ac- 
counted for. Mackenzie spoke of these reactions as 
viscerosensory reflexes. Tenderness to touch, pressure, or 
light pinching of the skin (hyperesthesia and hyperal- 
gesia) was ascribed to the impulses, which ordinarily 
would be below the threshold for pain, arriving in the seg- 
ment rendered hyperexcitable as a result of impulses 
received from the diseased organ. In the case of the 
abdominal viscera, Mackenzie claimed that the area of 
tenderness in the abdominal wall remained fixed although 
the position of the diseased organ might vary, thus indi- 
cating the referred nature of the pain. He explained the 
rigidity (hypertonus) of muscle overlying a diseased 
organ—for example, the right rectus abdominis muscle 
in acute appendicitis—on a similar basis. Afferent im- 
pulses of normal intensity arising in the muscle proprio- 
ceptors, on arriving at the spinal centers, which had been 
rendered hyperexcitable by the receipt of abnormal vis- 
ceral impulses, resulted in a reflex increase in tonus of 
the corresponding muscles. The referred motor reaction 
he spoke of as visceromotor reflex. 

The concept of referred pain was supported by the 
work of Head, who mapped out the segmental distribu- 
tion of the cutaneous nerves responsible for hyperesthesia 
in diseased states. This theory has gained wide accept- 
ance. 

True visceral pain, though denied by Mackenzie, also 
exists. In intestinal colic, for example, or in the pains of 
childbirth, pain is felt within the viscus itself. Also, in 
transection of the cord resulting in complete paralysis and 
anesthesia of the abdominal wall, intestinal pain is experi- 
enced, which obviously cannot be due to reference to 
somatic nerves. In such cases impulses must have reached 
the central nervous system along intact visceral (auto- 
nomic) afferents and either have entered the cord by the 
posterior roots above the point of transection or have 
been conveyed by the vagus. It has not been definitely 
demonstrated that the sensation of pain can be conveyed 
by the afferent fibers of the vagus, but it is possible, if not 
probable, that such is the case. Pain arising in the viscera 
is diffuse, poorly localized, and often of a dull, boring 
character. These features are characteristic of proto- 
pathic sensibility in general, and the viscera apparently 
are supplied only with fibers capable of conveying this 
type of sensation. The impulses responsible for this 
primitive type of sensation are believed to ascend no 
higher than the thalamus. 

The surgery of pain, although its name is compara- 
tively new, is in reality an old story. It is said that 
Maréchal, surgeon to the king, in the 17th century intro- 
duced neurotomy for facial neuralgia by cutting a branch 
of the facial nerve, but surgery for the relief of pain be- 
came practical only with the advent of the Listerian era. 
In this connection one calls to mind the name of Sir 
Victor Horsley, since the surgery of pain may be said to 
have originated with his operation on the gasserian gang- 
lion for trigeminal neuralgia; Weir Mitchell, whose bril- 
liant observations on causalgia just after the Civil War 
is still a classic; Harvey Cushing, the most prolific of 
neurosurgeons, whose work overshadows that of all 
others; Ruggi the Italian, to whom occurred the fruitful 
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idea of visceral sympathectomy; Jonnesco and Gomoin, 
the Rumanians, who were the first to carry out the opera- 
tion suggested by Frangois Franck for angina pectoris; 
Walter Dandy, who devised the cerebellar approach for 
division of the fifth cranial nerve; and, finally, René 
Leriche. 

The modern development of the surgery of pain really 
had its origin about the beginning of World War I in the 
problem presented by the distressing causalgia, with 
which Leriche and so many other surgeons had to deal; 
and for the great change which the last few years have 
brought about, whereby so many painful conditions can 
now be effectively alleviated or cured, René Leriche has 
been largely responsible. It is he who discovered the role 
of the sympathetic nervous system in the production and 
operative correction of these painful conditions. Accept- 
ance of this new doctrine and its practical application 
were almost at once effective in completely transforming 
the lamentable scene. 

In the relief of pain, experience has shown that sever- 
ance of the somatic pathways along which pain is con- 
ducted has on the whole proved disappointing. For ex- 
ample, division of the posterior nerve roots of the spinal 
cord, division of the spinothalamic tract as in cordotomy, 
and the more recent cerebral lobotomy are unsatisfactory 
because they are ineffective in controlling pain or have 
as a consequence such complications as girdle pains, 
loss of sphincter control, and radical personality changes. 
Radiotherapy and hormone therapy have their chief, and 
sometimes marvelous, effect only in metastatic cancer of 
bone. 

As stated above, we often fail to relieve pain by divi- 
sion of the somatic nerves, that is, the nerves of the cen- 
tral nervous system supplying the area from which the 
pain arises. Yet, if pain is present in an extremity, for 
example, and affects there the distribution of a cerebro- 
spinal nerve, as in causalgia, it can be made to disappear 
if the condition of the peripheral circulation is altered, 
either by infiltration with procaine or by actual severance 
of the sympathetic fiber supplying the part. The anesthe- 
tizing of one system abolishes the pain that affects the 
other. 

Appreciating the fact that one of the chief functions of 
the sympathetic nervous system is vasoconstriction, 
Leriche was the first to realize the extremely important 
role that vasoconstriction plays in the production of pain. 
That pain may be due to vasoconstriction is a fact be- 
yond dispute, and this pain may be due to the effect of 
the deficient blood supply in the region of the nerve end- 
ings, the ischemia rendering them hyperirritable, or it 
may be due to the chemical changes in the tissues or or- 
gans supplied following an alteration in their circulation, 
certain hypotensive substances being elaborated which 
have a deleterious effect on the nerve endings, resulting in 
pain. 

In patients with advanced malignant processes in the 
abdomen and pelvis, it is not surprising that such severe 
pain is so often present when we see the extensive in- 
vasion of the lymph nodes, which are often plastered 
against the vetebral column, often at the level of the 
celiac plexus, or actually compressing the nerves of the 
lumbar and sacral plexus. 
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Of these cases Leriche ' writes: 


In 1924, in fact, it had occurred to me to extend the benefit 
of peri-arterial sympathectomy to those unhappy people by deal- 
ing with the lower end of the aorta and the iliac arteries. For this 
I carried out laparotomies, and what I observed was peculiarly 
instructive. I was able to observe that the pains were not due, as 
was generally thought, to compressions of nerve trunks, but to 
the irritation of adventitia of the pelvic vessels, as the result of 
th lymphangitic process, neoplastic or otherwise, which passed 
up alongside the vena cava and aorta, and continued in this way, 
along the lumbar ganglionic chains. 

For this condition I have performed peri-iliac and peri-aortic 
sympathectomy, resection of the presacral, sometimes also of the 
interior mesenteric plexus, and often that of a portion of the two 
lumbar chains. 


Our experience has borne out the validity of Leriche’s 
presumption that much of this pain is under the control 
of the sympathetic nervous system. What has been most 
surprising to us has been the fact that even in patients 
suffering pains that are transmitted down somatic nerve 
paths, such as the sciatic, we have many times, but not 
always, been able to relieve this pain also by interruption 
of the sympathetic nerve supply in the area. 

It has been demonstrated that, by infiltration of the 
sympathetic trunk at the 7th, 8th, and 9th thoracic 
levels, the whole stomach and duodenum become insensi- 
tive; by infiltration at the 8th, 9th, and 10th thoracic 
levels, the gallbladder is likewise affected; by infiltration 
at the 12th thoracic and Ist lumbar levels, the kidneys are 
affected; and, by infiltration at the Ist and 2nd lumbar 
levels, the bladder is affected. 

Whether the relief of pain is due to interruption of the 
viscerosensory reflexes as understood by Mackenzie in 
his concept of referred pain, or is due to interruption of 
true visceral pain fibers arising in the viscera, the pain 
being transmitted over the autonomic paths, or to an in- 
terruption of both paths, is not entirely settled. 


REPORT OF CASES 

Case 1.—J. W. V., male, white, aged 58, is of particular inter- 
est in that he is the first patient treated by us with alcoholic 
sympathetic block for visceral pain. He had been subjected to 
removal of bladder, prostate gland, and seminal vesicles for an 
infiltrating carcinoma of the bladder and had intractable pain in 
the rectum and perineum. 

On June 25, 1941, 4 cc. of 95% alcohol was injected into the 
lumbar sympathetic trunk bilaterally into the first and second 
lumbar ganglions. This injection relieved almost all of his pain. 
He stated that he felt as if he had been “released from prison.” 
The third and fourth lumbar ganglions on each side were simi- 
larly injected on July 1, with still more relief of pain. He was 
discharged greatly relieved on July 2. 

Case 2.—J.S., white, male, aged 77, for eight months had had 
increasing pain in the back and in the epigastrium. He had lost 
over 20 Ib. (9 kg.) during this period. Results of x-ray studies 
of gastrointestinal, biliary, and urinary tracts were normal. On 
Aug. 14, 1947, there was an indefinite tender mass in the epi- 
gastrium and some edema of the legs. Exploratory laparotomy 
on August 19 disclosed carcinoma of the body of the pancreas 
with extensive carcinomatosis. As soon as the abdominal incision 
had been closed the patient was turned on his side and 4 cc. of 
95% alcohol was injected into the 9th, 10th, and 11th thoracic 
sympathetic ganglions bilaterally through a_ paravertebral 
approach. 

On regaining consciousness the patient was completely relieved 
of the deep-seated pain in the back and upper part of the abdo- 
men. This relief continued until the time of his death, four 
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months later. He at times had some general abdominal discom- 
fort, but never the former deep-seated agonizing pain. 

Case 3.—C. I. H., male, white, aged 54, three or four years 
previously had been given a diagnosis of chronic pancreatitis, at 
which time his gallbladder was drained. For two years he had 
recurring brief episodes of pain in the epigastrium, severe enough 
to require opiates. A subsequent exploratory operation is re- 
ported to have shown a very hard pancreas. Because of continu- 
ous severe pain, he was referred to us for relief. We injected 
4 cc. of 95% alcohol into the 11th and 12th thoracic sympathetic 
ganglions bilaterally. There was instant and sustained relief of 
all pain. 

Cask 4.—P. W.L., male, white, aged 48, complained of severe 
intermittent low back pain, which had started in August, 1947. 
One month later severe epigastric pain developed. The pain was 
steady and bore no relation to meals. He lost 25 Ib. (11 kg.) over 
a period of three months. Examination of the abdomen showed 
that the liver was four fingerbreadths below the costal margin 
and somewhat tender and irregular. It was our impression that 
this patient had carcinoma of the body of the pancreas. On Octo- 
ber 26, 10 cc. of 0.5% procaine was injected into the 10th and 
12th thoracic ganglions bilaterally, with relief of abdominal and 
back pain. The next day 4 cc. of 95% alcohol was injected into 
the 10th and 12th thoracic ganglions and the first lumbar ganglion 
bilaterally. He obtained almost complete relief of pain and after- 
ward needed only mild sedation; he complained at times of some 
soreness but had no acute pain. Jaundice later developed. He was 
discharged from the hospital without exploration of the abdo- 
men, but it was believed that he had carcinoma of the pancreas 
with metastases. 

Case 5.—T. F. G., male, white, aged 55, for 10 months had 
had an aching pain in the left upper abdominal quadrant and 
to a lesser degree in the back. The pain was relentless, particu- 
larly at night, and was the cause of almost daily vomiting. He 
was in obvious pain. Just to the left of the aorta in the left upper 
abdominal quadrant was a smooth, flattened mass, which meas- 
ured 5 by 7 cm. and which seemed to transmit the aortic pul- 
sation beneath. 

He was subjected to operation on June 6, 1949. A hard nodular 
mass, the size of a grapefruit, was found involving the body and 
tail of the pancreas, with hard lymph nodes along the aorta ex- 
tending up to the diaphragm, with a large metastatic node in the 
liver and metastatic implants in the perineum. Biopsy of one of 
these implants showed adenocarcinoma. The origin must have 
been in the pancreas. 

After the abdomen had been closed, 5 cc. of 95% alcohol was 
injected through a paravertebral approach into the 10th and 11th 
thoracic sympathetic ganglions on the left side and into the 11th 
ganglion on the right. The abdominal pain was almost completely 
relieved. All vomiting ceased, and he returned home quite com- 
fortable on June 20. 

Case 6.—C. F., male, white, age 57, six weeks previous to 
admission, on June 30, 1949, had noted severe intermittent pain 
across the upper part of the abdomen associated with a weight 
loss of 24 Ib. (11 kg.). Jaundice and clay-colored stools gradually 
appeared. The only positive finding on examination was a slightly 
enlarged tender liver and jaundice. At operation, on August 5, 
the gallbladder was found to be distended and to contain several 
stones. The common duct was greatly dilated. The head of the 
pancreas was very hard. There were metastatic areas all over the 
lesser curvature and posterior aspect of the stomach, and numer- 
ous Metastases were present in the liver. Cholecystgastrostomy 
was performed. On August 8 the thoracic sympathetic trunk was 
injected bilaterally with 4 cc. of 95% alcohol at the level of the 
1ith and 12th ganglions. His pain was immediately completely 
relieved. It returned, but to a much lesser degree, shortly before 
his death, several months later. 

Case 7.—J. S. L., male, white, aged 65, was subjected to ex- 
ploratory laparotomy by another surgeon in February, 1949, be- 
cause of symptoms of obstructive jaundice. At operation a large 
pancreas was found, a diagnosis of chronic pancreatitis made, 
and cholecystgastrostomy performed. Severe epigastric pain, 
radiating through to the back, was noted one month after opera- 
tion, which gradually became more constant and “unbearable.” 
He was referred to one of us in July, 1949, because of our opera- 
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tive interest and experience in tumors at the head of the pan- 
creas. On exploratory laparotomy, on July 27, a stony hard mass 
5 cm. in diameter was found at the head of the pancreas, 
together with metastases in the glands in the lesser peritoneal 
cavity and in the liver. Accordingly, after the abdomen had been 
closed, the patient was turned on the left side and 4 cc. of 95% 
alcohol was injected into the left and right sympathetic trunks 
at the level of the 11th and 12th thoracic ganglions on each side. 
The relief of pain was dramatic, and the patient was discharged 
from the hospital four days after operation. 


Case 8.—S. H. F., male, white, aged 53, was first seen on Aug. 
4, 1947, complaining of pain in the lower part of the chest and 
the epigastrium of two months’ duration. He had lost 34 Ib. 
(15 kg.) in recent months. A large, tender, irregular mass was 
present in the upper part of the abdomen. There was absence of 
free acid on gastric analysis, and x-ray studies showed the pres- 
ence of a deformed duodenal cap and evidence of outside pres- 
sure being exerted on the pylorus. Damage to the liver was 
severe, 40% of sulfobromophthalein being retained. 

Peritoneoscopy on August 19 showed metastatic lesions to be 
present within the abdomen. As his pain remained unabated 
despite the use of stronger narcotics, a bilateral thoracic sym- 
pathetic block was performed on August 31, 4 cc. of 95% alco- 
hol being injected into the 10th ganglion on each side. 
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left upper lobe of the lung but no evidence of a tumor of the 
lung. He was subjected to left thoracotomy on November 9, at 
which time segments of the second and third ribs near the trans- 
verse process of the third vertebra were removed. The parietal 
pleura was opened. There were dozens of small peasized nodules 
on the parietal and visceral pleura on the left, obviously of a car- 
cinomatous nature. The left thoracic sympathetic trunk was 
resected from below the third thoracic ganglion to the stellate 
ganglion. Pathological section showed a metastatic hyperneph- 
roma. The patient was discharged with almost complete relief 
of all pain on November 21. 


Case 10.—T. H., male, white, aged 70, complained of severe 
pain in the abdomen and in the perineum which seemed to radiate 
into the small of the back and into the hypogastrium. This pain 
gradually increased in severity and spread all over the abdomen. 
He was in constant agony and took morphine regularly. One 
month after the first attack a mass appeared in the abdomen, 
just at the level of the umbilicus; this had increased in size. The 
site of maximal pain seemed to center around this mass. The pain 
was described as excruciating and continuous, and was relieved 
only by morphine. 

The patient was emaciated and was suffering intense abdominal 
pain. There was a tender mass about the size of an orange, just 
to the left and at the level of the umbilicus, which seemed to 


Summary of Cases 


Patient Age Diagnosis 


J. W.V. 58 Ca. of bladder with 


J.8. 77 Ca. body of pancreas with metastases................. 
P.W.L. 48 Ca. body of pancreas with metastases................. 
7. ¥. @. 55 Ca. body of pancreas with metastases................. 
C. F. 57 Ca. head of pancreas with metastases................. 
J.8. L. 65 Ca. head of pancreas with metastases................. 
8S. H. F. 53 
J.H.M. 50 Hypernephroma with 
v. &. 70 Aneurysm of abdominal aorta; ca. of sigmoid 

E. A. 65 Ca. OF With 
F. F.W. 54 Ca. of rectum with 


ee 


Location of Pain 
Perineum and reetum 


Sight of Injection Result 

L), L2, L383, L4 (R) Greatly relieved 
Ll, L2, L3, L4 (L) 
T9, T10, T11 (R) 
T9, T10, (L) 

Tl, T12 (L) 

T12, L1 (R) 
T10, T12, Ll (L) 
T10,T11 (L) 
Tll 


Back and epigastrium Greatly relieved 


Epigastrium Greatly relieved 
Epigastrium and back Greatly relieved 


Left upper abdominal Greatly relieved 


quadrant and back (R) 
Upper abdomen T12, L1 (R) Relieved 
Tl, Li (L) 
Epigastrium and back Tll, T12 (R) Greatly relieved 
Tll, T12 (L) 
Liver, chest and epi- T10 (R) Relieved 
gastrium Tlo (L) 
Shoulder and neck T2 Greatly relieved 


2 (L) 
Thoracie sympathec- 
tomy (L) Tl, T3 (L) 
Abdomen and perineum Tll, Ll (R) Greatly relieved 
Tll (L) 


T6, T7,T8 (R) 
T6, T7,T8 (L) 


T12, L2,L3 (R) 
T12, L2,L3 (L) 


et back, right Greatly relieved 
er 


Lower abdomen Greatly relieved 


There followed considerable relief of pain, but the patient had 
by this time become so demoralized by the unremitting agony 
that he was reduced to a pitiable, whining state and complained 
of so many extraneous matters that it was at times difficult to 
evaluate the status of his pain except that without question he 
was more comfortable after the sympathetic injection. He lost 
ground rapidly and died on September 24. 


Case 9.—J. H. M., male, white, aged 50, was admitted to the 
hospital on Oct. 4, 1949, because of persistent increasing severe 
pain in the left shoulder of 10 months’ duration. He was also 
troubled with a dry, hacking cough. He had been treated for bur- 
sitis of the shoulder, and injections of a local anesthetic were 
made apparently into the shoulder joint, all without benefit. On 
examination he was complaining of moderately acute pain of the 
left shoulder and the left side of the neck. There were suppres- 
sion of breath sounds and absence of tactile fremitus and also 
flatness on percussion over the lower half of the left side of the 
chest. X-ray examination on October 4 showed a quantity of 
fluid in the left lower pleural cavity but no lesion of the underly- 
ing lung. On October 12, we injected 1% procaine into the left 
thoracic sympathetic trunk at the second thoracic level. This in- 
jection gave prompt and dramatic relief of pain, and the patient 
stated that he was without pain for the first time in seven months. 
He was discharged 10 days later, still without pain. 

He was readmitted to the hospital on October 31, because of 
recurrence of the pain in the left side of the neck and left 
shoulder. X-rays showed a few areas of increased density in the 


show expansile pulsation. There was great tenderness in this 
area. With a barium enema a constricting lesion was seen low 
in the rectosigmoid. On exploratory laparotomy, Oct. 11, 1949, 
the bulging tumor was seen to occupy a large part of the left 
upper and lower abdominal quadrants and was found to be an 
aneurysm of the aorta extending from the renal veins down to 
the bifurcation. There was also obvious advanced carcinoma in- 
volving the sigmoid below the peritoneal reflection. Since there 
was no obstruction and since he was in such poor condition from 
the aneurysm, it was thought best not to subject him to an ab- 
domfnoperineal resection of the rectum. Accordingly, the wound 
was closed. The patient was turned on his left side, and 5 cc. of 
95% alcohol was injected into the 11th thoracic and first lumbar 
sympathetic ganglions on the right side and into the 11th thoracic 
ganglion on the left. The first lumbar ganglion on the left side 
could not be injected, since the needle entered the aneurysmal sac 
when this was attempted. After operation the patient had com- 
plete relief of his abdominal pain. He was discharged from the 
hospital on November 1. 

On December 21 he was readmitted to the hospital. At this 
time there was evidence of lower intestinal obstruction, and 
colostomy was performed. The patient gradually became weaker 
and died on Jan. 6, 1950. At no time did he suffer from the old 
excruciating pain. 

Case 11.—E. A., female, white, aged 65, in September, 1947, 
experienced sudden, severe pain in the epigastrium, radiating 
under both costal margins. By degrees the pain seemed to be con- 
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fined to the epigastrium and the back, but it sometimes radiated 
into the right shoulder blade and supraclavicular fossa. It was 
present almost constantly and was more intense when the patient 
was lying down. The abdomen was distended and was held 
tensely. There was tenderness in the epigastrium and all through 
the right upper quadrant of the abdomen. 

At operation, on Jan. 7, 1948, a nodular enlargement of the 
right lobe of the liver was found with extensive intra-abdominal 
implants. Biopsy showed a mucus-forming adenocarcinoma. 
After the abdomen was closed, 5 cc. of 95% alcohol was injected 
through a paravertebral approach into the eighth thoracic sym- 
pathetic ganglion bilaterally. Great relief of pain was afforded, 
but, as there was some slight recurrence of the pain two weeks 
later, on January 24, we injected 5 cc. of alcohol through the 
same approach into the sixth and seventh thoracic ganglions 
bilaterally. Pain was then almost entirely abolished. She was dis- 
charged from the hospital on February 1. What pain she had was 
easily controlled by relatively mild sedation until she died, several 
months later. 

Case 12.—F. E. W., male, white, aged 54, had been subjected 
to an abdominoperineal resection of the rectum in April, 1948, 
but shortly afterward began to have severe abdominal pain, par- 
ticularly in the lower part of the abdomen and about the colos- 
tomy. On October 22, we injected 10 cc. of 0.5% procaine into the 
sympathetic trunk at the level of the 12th thoracic ganglion on 
each side. He had instantaneous relief of pain, this relief lasting 
five days. As the pain then returned, on October 27, we injected 
2 cc. of 95% alcohol at the same sites. On October 31 he had a 
slight amount of pain and 4 cc. of 95% alcohol was injected on 
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each side into the same ganglions. On November 2 he com- 
plained of generalized aching of the body, but there was no pro- 
nounced pain in back or abdomen. On November 11, since there 
was a Slight degree of low abdominal pain, 4 cc. of alcohol was 
injected into the second and third lumbar ganglions on each side. 
This injection seemed to relieve him of all pain, but signs of 
intestinal obstruction developed and several days later he began 
to vomit. He died on December 5, at which time the abdomen 
was completely filled with carcinomatosis. It should be added that 
cobra venom at no time gave relief. 


SUMMARY 


These 12 patients, with severe thoracic, abdominal, or 
pelvic pain due to advanced malignant disease, were 
greatly relieved by interruptioh of the sympathetic nerve 
paths involved, through the use of alcoholic block or sur- 
gical severance. Although the relief was not always com- 
plete, or sustained even when at first complete, the im- 
provement was so striking that we believe that in all cases 
of this sort every effort should be made to determine (1) 
the sympathetic nerve paths involved in the area of pain 
and (2) the most expeditious and least harmful manner 
in which to carry out appropriate sympathetic denerva- 
tion. Sometimes it will be by operative extirpation and 
sometimes by simple nerve block. 


11 E. Chase St. (2) (Dr. Morrison). 


CHLORAMPHENICOL IN TREATMENT OF TYPHOID IN CHINA 


Frederick G. Scovel, M.D., Stony Point, N. Y. 


Since chloramphenicol was first used in the treatment 
of typhoid in 1948 by Woodward,' many others have 
borne witness to the startling salutary effects of this drug 
whether given early or late in the course of the disease. 
A complete review of the literature on this subject would 
fill many pages, but such reports as seemed most perti- 
nent are listed,* only four of these * coming from China. 

The treatment carried out by these observers was 
begun on varying days of the disease, but with similar 
beneficial results, i. e., a drop in the temperature associ- 
ated with clinical improvement in two to four days 
regardless of the severity of the disease. Nevertheless, 
some authors are of the opinion that recovery is delayed 
in those patients who are more critically ill. Nearly all 
of the reported cases were proved to be of typhoid by 
positive cultures of the blood, stool, or urine. In spite of 
almost immediate remissions, relapses were common. 
These seemed to occur later in those treated with chlor- 
amphenicol than in those who were used as controls; 
relapses in the treated patients fell between the 8th and 
31st day of remission, with an average afebrile period of 
18 days. Positive stool cultures were frequently found to 
persist long after clinical recovery. Smadel ** stated: 
“Chloramphenicol (chloromycetin®) should be adminis- 
tered in adequate amounts for more than eight days to 
patients acutely ill with typhoid if relapses of the disease 
are to be avoided. There appears to be little advantage 
in continuing the treatment for more than fourteen days.” 


1. Woodward, T. E., and others: Preliminary Report on the Beneficial 
Effect of Chloromycetin in the Treatment of Typhoid Fever, Ann. Int. Med. 
29: 131, 1948. Woodward, T. E.: Chloromycetin and Aureomycin: Thera- 
peutic Results, Ann. Int. Med. 31: 53, 1949, 


These reports, where only a small number of patients 
were reported to have received the drug for as long as 
eight days after the temperature was normal, bear out 
this statement as relapses were frequent. The usual thera- 
peutic regimen was to give a preliminary dose of 50 mg. 
per kilogram of body weight, followed by 250 mg. (one 
capsule) every two hours until the temperature was 
normal, and then continue the same dose every three to 
four hours for the following 8 to 12 days. No statement 
can be made as to the effect of chloramphenicol on such 
complications as hemorrhage and perforation, as the 
individual groups were too small. 

Only El Ramli *! mentioned any toxic reactions to 
chloramphenicol. These consisted of anorexia, nausea 
and vomiting, stomatitis, sore tongue, skin rash, and 
apathy. Violini and co-workers * reported that chloram- 
phenicol may cause granulocytopenia and erythroid- 
granulocytic maturation arrest in the bone marrow, with 
a reversal of such reactions on discontinuance of the 
drug. This statement should be substantiated by bone 
marrow studies on patients with typhoid undergoing 
chloramphenicol therapy and others without it. Circula- 
tory collapse, which was attributed to the initial large 
dose, was reported by Molleret *° and Sédallian.*? 


TYPHOID IN CANTON PRIOR TO INTRODUCTION 
OF CHLORAMPHENICOL 
The prevalence of typhoid in Canton can be attributed 
to water contamination and inadequate sewage facilities. 
The night soil is used as fertilizer for vegetable gardens. 
In addition, unhygienic habits and ignorance lead to a 
high incidence of typhoid as well as of all alvine diseases... 
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Typhoid in China has always presented the same 
clinical picture as elsewhere in the world, with the same 
problems and potential hazards. A survey was made of 
330 cases in the Hackett Medical Center, Canton, from 
January, 1944, to October, 1947. Cultures were not car- 
ried out, but the diagnosis was made on clinical grounds 
or On positive Widal reactions. As a basis for comparison 
with the present series, some information from these pa- 
tients is given in brief. Out of these, 210 (64% ) were 
discharged as cured, 55 (16%) were improved, 17 
(5.4% ) showed no change or left the hospital against 
advice, and 48 (14.6% ) died. The highest mortality was 
in the third decade. Widal reactions were positive in 202 
and negative in 80, not being carried out in the others. 
When the test was repeated there was usually a rising 
titer with recovery. Relapses occurred in 37 (11%) of 
those who remained in the hospital long enough for symp- 
toms to become manifest. Intestinal hemorrhage occurred 
in 58, nearly half of whom died. The incidence of relapses 
and the death rate conform with reports from other 
countries at that time. Ten patients had perforation, 
with or without coexisting intestinal hemorrhage. 


PRESENT SERIES 

In the medical department of this hospital, 74 patients 
with typhoid were treated with chloramphenicol from 
July, 1949, to October, 1950. In 31 of these the diagno- 
sis was proved by positive blood or bone marrow cul- 
ture. (Stool and urine cultures could not be done, owing 
to inadequate laboratory facilities.) Widal tests were 
done in all cases by the macroscopic technique. In 43 
cases the diagnosis rested on a high, or occasionally ris- 
ing, titer of Widal reactions and on the general clinical 
picture. In an area such as Canton, where typhoid is 
endemic, and often epidemic, and where other diseases 
that might produce a similar picture are rare, such a 
diagnosis from observation and routine examination by 
experienced observers was assumed to be correct. For 
this reason there are included here nine patients whose 
cultures and Widal reactions were negative but who 
presented unquestionable pictures of typhoid and whose 
temperatures fell with chloramphenicol therapy. 

These patients came from all walks of life but gen- 
erally were fairly well off, or they could not have af- 
forded chloramphenicol. (It was necessary under the 
existing circumstances for all patients to purchase the 
drug personally from private sources outside the hos- 
pital.) All were Chinese with the exception of one 
American. The largest group was composed of high 
school students. Patients seen in the pediatric service 
are not included. 

Estimating the onset of illness as coincident with that 
of subjective fever, 32 patients entered the hospital dur- 
ing the first week of illness (average, fifth day), 27 
during the second week, and 13 during the third. In 
two the duration of fever was indefinite. Occasionally 
the onset was preceded by malaise and headache, but 
usually fever was the first presenting symptom. This was 
often ushered in by chills. It frequently fell each morn- 
ing. Sometimes it was of low grade and patients carried 
on their daily tasks until the time of admission, when 
they were too ill to work. Constipation, which often 
accompanies typhoid, is feared by most Chinese; to 
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combat this, herbal cathartics had been taken, which 
often resulted in severe diarrhea and dehydration, fre- 
quently with subsequent intestinal hemorrhage. This 
dehydration was intensified by withholding of fluids by 
mouth, or by vomiting. Such was often the sequence of 
events in those patients who were more critically ill. 

It is difficult to assess the severity of the illness on 
admission simply from a clinical impression, but in gen- 
eral those with the highest temperature did not always 
appear to be the most acutely ill. Nine of the 31 with 
positive cultures and 17 of those without appeared to be 
severely ill. This was usually associated with dehydra- 
tion due to diarrhea and restricted fluid intake. Most of 
these had been ill for more than the average of eight 
days for the group as a whole. Therefore, there did not 
seem to be any relation between the severity of the 
disease and occurrence of bacteremia. 

Physical findings were nonspecific and did not differ 
in the two groups. Coated tongue, pharyngitis, para- 
umbilical tenderness and distention, and occasionally 
basal rales were the chief findings. Some had enlarged 
livers. The spleen was palpable in only 21, and only 6 
presented demonstrable rose spots. Aside from the spe- 
cific tests, results of laboratory examinations were not 
remarkable. The leukocyte counts tended to be lower 
in those whose illness had been present a long time. 
The Widal reactions failed to reveal any constant rela- 
tionship between the duration of fever and the titer 
concentration. Three patients with bacteremia failed at 
any time to show a positive Widal reaction. Weil-Felix 
tests (OXK and OX-19) were carried out in all patients, 
and it is an interesting concomitant finding that many 
had positive low titer Weil-Felix reactions. 

Treatment with Chloramphenicol and Its Effects.— 
Except in some of the acutely ill patients chlorampheni- 
col was withheld for the first two or three days, until a 


2. (a) Chou, L. P., and Kan, H. T.: Chloromycetin Treated Typhoid 
Fever in Canton, Chung Shan I Pao, 4:9, 1949. (b) Yang, S. Y., and 
Sung, C.: Aureomycin and Chloromycetin in the Treatment of Typhoid 
Fever; A Preliminary Report of Six Cases, Chinese M. J. 67: 584, 1949. 
(c) Douglas, A. D. M.: Typhoid Fever Treated with Chloromycetin, Lancet 
2: 105, 1949. (d) Cook, A. T., and Marmion, D. E.: Chloromycetin in the 
Treatment of Typhoid Fever; 14 Cases Treated in the Middle East, Lancet 
2: 975, 1949. (e) Smadel, J. E.; Woodward, T. E., and Bailey, C. A.: 
Relation of Relapses in Typhoid to the Duration of Chloramphenicol 
Therapy, J. A. M. A. 141: 129 (Sept. 10) 1949. (f) Foster, W. D., and 
Condon, R. J.: The Treatment of Acute Typhoid Fever with Cloromycetin, 
J. A. M. A. 141: 131 (Sept. 10) 1949. (g) Knight, V., and others: Anti- 
microbial Therapy in Typhoid, Arch. Int. Med. 85: 44, 1950. (h) Reilly, 
W.A., and Harrel, J. A. Jr.: Typhoid Fever in 14 Children Treated with 
Chioramphenicol, J. Pediat. 36:440, 1950. (i) Jacobsen, L. Y., and 
Broderick, R. A.: Chloromycetin in the Treatment of Typhoid Fever, 
Ann, Int. Med. 32: 775, 1950. (j) Good, R. A., and Mackenzie, R. D.: 
Chloramphenicol in Typhoid Fever, Lancet 1:611, 1950. (k) Rankin, 
A. L. K., and Grimble, A. S.: Treatment of Typhoid Fever with Chloram- 
Phenicol, Lancet 1: 615, 1950. (J) El Ramli, A. H.: Chloramphenicol in 
Typhoid Fever, Lancet 1: 618, 1950. (m) Edge, W.: Typhoid Fever Treated 
with Chloramphenicol; Review of 16 Cases, Lancet 1: 710, 1950. (n) Doug- 
las, A. D. M.: Typhoid Fever Treated with Chloramphenicol: Development 
of Carrier State, Lancet 1: 858, 1950. (0) Molleret, P.: Usefulness and 
Hazards of the Treatment of Typhoid and Paratyphoid Fever with 
Chloramphenicol (Chloromycetin), Wien. klin. Wchnschr. 62: 381, 1950. 
(p) Sédallian, P., and others: Chloramphenicol in the Treatment of Ty- 
phoid Fever, J. de méd. de Lyon. 734: 627, 1950. (q) Fu, C. K.: Chloro- 
mycetin in the Treatment of Typhoid Fever, Chinese M. J. 68: 297, 1950. 
(r) Kan, H. C.; Chung, Y. S., and Chow, L. P.: A Preliminary Report on 
the Treatment of Typhoid and Paratyphoid Fevers with Chloromycetin, 
Chinese M. J. 68: 303, 1950. (s) Smadel, J. E.; Bailey, C. A., and 
Lewthwaite, R.: Synthetic and Fermentation Type Chloramphenicol (Chlor- 
omycetin) in Typhoid Fever: Prevention of Relapses by Adequate Treat- 
ment, Ann. Int. Med. 33: 1, 1950. 

3. Chow and Kan.** Yang and Sung. *» Fu.*4 Kan, Chung and Chow.’ 

4. Volini, I. F., and others: Hemopoietic Changes During Admini- 
stration of Chloramphenicol (Chloromycetin®), J. A. M. A, 142: 1333 
(April 29) 1950. 
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report on the Widal and blood culture was received to 
verify the diagnosis. A fairly fixed regimen of treatment 
for all patients was followed. This consisted of a pre- 
liminary dose of 1.5 to 3 gm., with the amount estimated 
at approximately 50 mg. per kilogram. Thereafter 
0.25 gm. was given every two hours until the tempera- 
ture had fallen to normal, and the same amount repeated 
every three to four hours for varying periods thereafter, 
depending on how much of this drug the patients could 
afford to purchase from local drug shops. Inadequately 
prolonged treatment in this period almost invariably was 
due to the inability of the patients to afford sufficient 
amounts to insure against a relapse. (Many felt it was a 
waste of money to buy the drug after the temperature 
became normal.) All medication was given orally. 

The average duration of fever after chloramphenicol 
therapy was begun averaged 3.5 days for the entire series. 
It seemed apparent that bacteremic and presumably non- 
bacteremic patients responded similarly to the treat- 
ment; all received the same therapeutic regimen. There 
was some indication that patients whose blood cultures 
were negative and who were treated earlier in the course 
of their illness responded more readily than did those in 
whom fever had been present for a longer period, i. e., 
over 12 days. Nevertheless, in patients who were acutely 
ill, although some had a prompt remission of fever after 
treatment, the average duration of fever after chloram- 
phenicol therapy was started conformed to the average 
of the entire series. The type of response varied greatly, 
but often there was a 24 to 48 hour delay in response 
from the time therapy was begun, after which the tem- 
perature tended to fall abruptly in another 24 to 48 hours. 
About one-third of the patients presented this type of 
response. In approximately two-thirds there was a grad- 
ual drop after the first day of medication, so that a normal 
temperature was attained three to four days later. In these 
the duration of fever after the beginning of treatment was 
a little over the average of 3.5 days. In a few cases medi- 
cation every two hours had to be continued for six days 
before a normal temperature was reached. In five bac- 
teremic and eight nonbacteremic patients the tempera- 
ture revealed wide variations each day, ranging from 
normal up to 103 or 105 F before and after chloram- 
phenicol was given. In these the drug gradually de- 
creased the excursions. Naturally, patients with less fever 
attained a normal temperature sooner. Even before this 
occurred signs of toxemia had largely abated, as had 
other symptoms already mentioned. After the patients 
were afebrile, 0.25 gm. was given every three to four 
hours for an average of 6.5 days for the entire series. 
Admittedly this is far too short a period to insure against 
relapses. 

With four exceptions, all patients responded to chlor- 
amphenicol therapy, and two of these had been admitted 
in relapse. Three of the four had positive cultures. Two 
of these and the one without a positive culture died of 
severe toxemia within 24 hours after admission. In these 
the drug was given too late to take effect. The other 
patient in whom bacteremia was demonstrated and who 
failed to respond, continued to have fever despite ade- 
quate and prolonged medication. However, after an 
elapse of several weeks, the temperature gradually fell 
to normal. Excluding these four, the duration of treat- 
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ment and the total dosage per person was essentially the 
same for the two groups of patients. It happened that 
those with negative cultures actually received on the 
average 1 gm. more of the drug per person than did those 
with positive cultures. 


COMPLICATIONS 

1. Intestinal Hemorrhage.—The possibility of bleed- 
ing has always been one of the chief causes for concern 
in this disease. To avoid this in the past, patients have 
been kept on all kinds of low residue diets, which de- 
prived the tissues of much needed nutrition, with a result 
that for months after recovery they were weak and 
underweight. Despite such diets, hemorrhage was fre- 
quent. In our old series hemorrhage occurred in 17.4% 
of the 330 patients, nearly half of whom died from 
toxemia and exsanguination. This is in accord with other 
reports of that time. 

With the advent of chloramphenicol the incidence of 
hemorrhage has been reduced. Among the 362 patients 
reviewed in the literature, there were only 12 instances of 
intestinal bleeding. In this series of 74 patients, 7 had 
hemorrhage. Three of them had positive blood cultures. 
All except one had been ill for over 10 days on admission. 
With one exception, in each case, when hemorrhage oc- 
curred on the day of admission, it had begun before the 
patient entered the hospital. In only one patient did it 
persist after treatment had been given. This occurred in 
a man who had been feverish for 23 days on admission, 
who died within a day. In another bleeding occurred dur- 
ing a relapse after chloramphenicol therapy. 

An explanation of this complication in China was 
obvious in most cases. The habit of taking Chinese 
herbal cathartics for the constipation which so often 
accompanies typhoid seemed to be the main cause. In 
other patients, continued pursuit of daily activities prob- 
ably was the reason. Less frequently, intestinal para- 
sites, such as Fasciolopsis, which existed in one of our 
patients, may have traumatized the ulcers and resulted 
in bleeding. In almost every instance these patients had 
premonitory distention and more than the usual abdomi- 
nal pain with diarrhea. 


2. Perforation.—Perforation was diagnosed in 10 of 
the old series of 330 and was frequently associated with 
hemorrhage. In the 362 chloramphenicol-treated pa- 
tients reviewed in the literature only seven were said to 
have had perforation, and six of these were in El 
Ramli’s *' series of 200. Only one of our series had what 
may have been perforation. This was a 37-year-old post- 
man who had been ill for two weeks on admission and 
who had bloody diarrhea. Chloramphenicol was given 
84 hours after admission, and shortly thereafter he went 
into shock and exhibited signs of perforation. Because 
of his critical condition, he was treated conservatively 
with parenteral fluids and penicillin, chloramphenicol 
being the only thing given by mouth. Under this regimen 
his peritonitis remained localized and gradually healed, 
with recovery. There is some doubt as to whether this 
was a Case Oi true perforation, for free air was never 
demonstrated by the fluoroscope in the peritoneal cavity. 
It is possible this may have been a perforation of a 
peritoneal lymph node, which, although a very rare 
complication, might present such a picture. 
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3. Shock.—Shock is present in some form in nearly 
all seriously ill patients. It is a result of toxemia and/or 
dehydration, often with hemorrhage. In the more se- 
verely ill there is also distention, which is so frequently 
associated with central nervous system manifestations, 
such as delirium. While chloramphenicol will go far in 
relieving the toxic element, there still remains the haz- 
ard of dehydration. Undoubtedly some of the deaths 
in this series could have been prevented by more ade- 
quate parenteral therapy. 

4. Other Complications.—Bronchitis, pneumonia, 
and genitourinary infections have been greatly reduced 
with the advent of chloramphenicol. Only in patients ad- 
mitted late in the course of the illness, when such com- 
plications have already developed, do these present a 
problem. In these instances penicillin should be ad- 
ministered. Bronchitis was present in a number of our 
patients on admission but cleared up without additional 
treatment when chloramphenicol was given. Pneumonia 
was not diagnosed in any of our patients. 


TYPHOID AND PREGNANCY 

Typhoid often leads to expulsion of a fetus, especially 
during the third trimester. In the original series of 330, 
there is no record of the total number of pregnant women, 
but there are reports of seven who aborted, two of whom 
died. We found no information from other observers on 
this problem. It seemed that in the present series pregnant 
women were more toxic than others. Four women, from 
two to seven months pregnant, had negative blood cul- 
tures, and three of these aborted either before or during 
chloramphenicol treatment. Another with a positive 
blood culture, who was seven months pregnant, entered 
the hospital on the 18th day of her illness in severe tox- 
emia and shock following diarrhea. She died on her first 
hospital day, just after receiving her first dose of chlor- 
amphenicol. 


RELAPSES AND CARRIER STATES © 

The chief concerns in the use of chloramphenicol in 
the treatment of typhoid are the prevention of relapses 
and adequate sterilization of the feces and urine. It is 
generally believed that relapses usually occur 5 to 10 
days after the temperature has reached normal in 5% 
to 15% of all patients. In the series of 330, there were 
37 (11% ) who relapsed one (?) to 22 days after remis- 
sion, with an average onset on the 10th day. It has been 
stated that chloramphenicol prolongs the period of re- 
mission before the relapse. Of those patients treated with 
this antibiotic who were reported in the literature, there 
were 77 who relapsed, the average afebrile period being 
17 days. This includes the period of treatment after 
remission. This would support the statement that chlor- 
amphenicol postpones the time of relapse. Experience 
has shown that the drug should be continued for at least 
eight days after the temperature has returned to normal 
if relapses are to be prevented, but this may be a low 
limit. The natural duration of relapses in patients who 
have had chloramphenicol is still a matter of conjecture, 
because in each case, almost without exception, chloram- 
phenicol therapy has been repeated. The results are often 
even more dramatic than in the first attack. It is possible 
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that such relapses, if untreated, would have been of 
shorter duration than in patients who have not had the 
drug. 

Six of the present series, three with and three without 
bacteremia, relapsed before their discharge. If it is true 
that chloramphenicol tends to prolong the afebrile period 
before relapse, any statement on the incidence of re- 
lapses which may be drawn from this series is open to 
question, as nearly all of the patients in this series left 
the hospital before the extreme relapse limit of 22 days. 
Most of them insisted on discharge before they had been 
afebrile two weeks. It is therefore possible that any of 
these may have relapsed after discharge, in which case it 
would not have become known to my co-workers and 
me. Good nursing care and bed rest during hospitaliza- 
tion were of no avail in preventing relapses. An analysis 
of these six cases reveals that five of them received 
chloramphenicol fairly late in the course of their disease, 
i. e., after the 10th day of fever; five were more acutely 
ill than the average, their temperatures being higher and 
dehydration being more pronounced; five others were of 
teen age; and in five the relapses occurred from the 
8th to the 15th day of remission, 4 to 10 days after 
chloramphenicol therapy had been discontinued. The 
total doses for the first attack given these patients varied 
from 9 to 23.5 gm. Therefore, the amount of drug and 
the duration of therapy were both below what have been 
stated to be optimal. There was no difference in the 
characteristics of relapses, nor in their response to treat- 
meni, in the bacteremic and nonbacteremic groups. Only 
one patient had profuse hemorrhage and shock during 
relapse. It is possible that inadequate chloramphenicol 
treatment may result in an increase in relapse rate over 
and above what would be expected in untreated patients. 
As for the second liability from the use of chlorampheni- 
col, namely, a continuance of the presence of Salmonella 
typhosa in the stool and urine, too little has been re- 
ported regarding follow-up cultures to permit any defi- 
nite conclusions. But, from those authors that have done 
sO, it would seem safe to infer that clinical cure does 
not in any way insure that such patients may not prove 
to be carriers. Much more work is needed to clarify 
this. Unfortunately our laboratory was unable to carry 
out stool and urine cultures. 


FATALITIES 

In addition to the usual hazards of hemorrhage and 
perforation, profound toxemia may be a cause of death. 
Of the 48 patients who died in the original series of 330, 
26 had hemorrhage with or without some other compli- 
cating factor, such as perforation. In 17 others pneu- 
monia and/or perforation were present, and five died 
from toxemia without any other specific cause. Of the 
362 cases reviewed in the literature, there were 20 re- 
ported deaths, 13 of which were in the series of 200 re- 
ported by El Ramli,*! a death rate of 5.4% for all the 
reported cases. 

Three of the 74 patients of this series died while in 
the hospital, a death date of 4% . The first was a 2 1-year- 
old woman, five months pregnant, with a positive blood 
culture. Chloramphenicol was delayed five days while 
she was obtaining money for its purchase. She suddenly 
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aborted, with profuse uterine hemorrhage, which, added 
to marked toxemia, resulted in circulatory failure and 
distention, with further embarrassment to the respiration 
already affected by pulmonary edema. Diarrhea in- 
creased her dehydration. Chloramphenicol given at this 
late date was completely ineffective, and she died the 
same day. The second patient, an 18-year-old boy, also 
with a positive culture, had marked dehydration on ad- 
mission from diarrhea which should have been treated 
with adequate venoclyses. Distention and shock resulted 
in almost immediate death before chloramphenicol could 
take effect. Both of these patients had been ill for over 
15 days on admission. 

The third patient, a 24-year-old man with a negative 
culture, had been ill for 23 days on admission. He en- 
tered the hospital with tarry diarrhea following herbal 
catharsis and was mentally dull and exhausted. Basal 
rales were present, the spleen was markedly enlarged, 
and the leukocyte count was only 2,500. Chlorampheni- 
col was withheld four days, during which time he became 
more severely ill and delirious. Transfusions and veno- 
clyses failed to relieve the shock. When chloramphenicol 
was given, on the fifth day, he was already beyond relief, 
and he died having received only 4 gm. 

It is possible that we could have saved the lives of 
two of these three patients if chloramphenicol had been 
given immediately on admission, without waiting for 
laboratory proof of the diagnosis or for the patient to 
obtain the drug personally. In addition, we failed to 
give adequate parenteral therapy to combat the dehydra- 
tion and shock. 

Past experience has proved that patients who are more 
toxic often have distention and, if delirium accompanies 
this, the prognosis is very poor. The same may be said 
especially for women who abort. The above three cases 
bear out this opinion; all three patients came in after 
two weeks of illness, all had diarrhea, and two had 
carried on their customary activities during much of their 
preadmission febrile periods. As usual, permission for 
necropsy was not obtained, as in most of China a strong 
prejudice exists against any postmortem examination. 


CHLORAMPHENICOL TOXICITY 

Mention has already been made of the toxic effects 
noted by El Ramli,*! Violini and co-workers,’ Molleret,”° 
and Sédallian.*” In none of our patients was it necessary 
to discontinue the drug because of untoward reactions. 
One patient vomited on one occasion; this was attrib- 
uted to the drug. In several cases where repeated white 
cell counts were performed, there was a slight drop in 
the total count, but this may have been due to the disease 
rather than the medication. It would seem that the only 
way to demonstrate the suppressive action of chloram- 
phenicol on leukopoiesis would be to study the bone 
marrow as well as the peripheral blood in typhoid with 
and without chloramphenicol therapy. Several patients 
exhibited some evidence of mental apathy during treat- 
ment, but here again this may have been due to the 
fever itself. In none of the patients was any evidence 
found to support the assumption that the initial large 
dose produced circulatory failure. 
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COMMENT 

Contrary to expectation, many patients had positive 
blood cultures after the first week of fever; on the other 
hand, 43 of the 74 patients showed no growth even 
though the same technique was followed and was carried 
out by the same examiner. In some cases blood or bone 
marrow culture was repeated for verification. It is our 
present plan to carry out cultures of both the peripheral 
blood and the bone marrow simultaneously on admis- 
sion, in the belief that organisms may be harbored in 
the bone marrow after they have disappeared from the 
circulation. 

It would be expected, in a city where typhoid vaccine 
has not been in general use throughout the population, 
that a positive Widal test would be fairly indicative of a 
pre-existing typhoid infection. But the opposite seems 
to be true, in that many patients with proved typhoid 
continued to present a negative Widal reaction in this 
as well as in the earlier series. The reason for this re- 
mains obscure. Many patients also showed a positive 
titer for paratyphoid A and B, but in lower concentra- 
tions. It would be interesting to have a survey of the 
Widal reactions among a cross section of the population, 
as many may have abortive infections giving a positive 
reaction although they have no definite history of the 
disease. Speculation as to the low titers to the Weil-Felix 
reaction is interesting, as typhus has not been very prev- 
alent in Canton. (Recently scrub typhus has become a 
problem, probably brought down from the north.) 

A full understanding of the action of chloramphenicol 
is still to be attained. Much work should be done to de- 
termine the blood concentration necessary for optimal 
results during the febrile period and that necessary to 
prevent relapses during the remission period, and whether 
such a concentration removes the organisms from the 
intestinal tract. Reports on the concentration of chloram- 
phenicol in the blood show wide variations even though 
the clinical results are apparently the same. Possibly the 
recent plan of giving two doses daily of synthetic chlor- 
amphenicol may prove as beneficial as the old two-hour 
dose schedule. Much more needs to be learned regarding 
the rate at which the ulcers heal in patients undergoing 
therapy with this antibiotic. Smadel and co-workers ** 
mention that time is required for healing of lesions, but 
just how much time is still an open question. Presumably 
this means a need for the drug long after the time of re- 
mission of fever. 

Experience has shown the importance of anticipating 
shock in seriously ill patients, especially in those who 
have suffered from diarrhea and deprivation of fluids by 
mouth before admission. This hazard is much greater 
in patients who have been ill for longer periods. The 
necessity for administering to such patients large 
amounts of glucose and saline by vein cannot be over- 
emphasized. No doubt several of the deaths in this series 
could have been avoided if chloramphenicol had been 
given immediately to these critically ill patients when 
they were admitted, without several days’ delay for diag- 
nostic proofs from the laboratory. Any patient with 
distention, especially if it is associated with delirium, 
is in great need of immediate treatment if a fatal out- 
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come is to be averted. Patients with typhoid should 
receive a high caloric and high vitamin diet, but one with 
fairly low residue, if a prolonged convalescence with 
protracted weakness is to be avoided. 


SUMMARY AND CONCLUSIONS 

A brief review of some of the literature on chloram- 
phenicol in the treatment of typhoid is presented. For 
clarification of the present series, statistics om a previous 
series of 330 inpatients with typhoid seen between Jan- 
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USE OF METHADONE-SCOPOLAMINE IN OBSTETRIC ANALGESIA 


M. Edward Davis, M.D., George J. Amdros, M.D. 


Albert G. King, M.D., Chicago 


The past decade has witnessed two major trends im 
pain relief for labor and delivery: “matural childbirth™ 
techniques and conduction (nerve block) amesthesia. 
The improvement wrought generally in the practice of 
obstetric analgesia as a result of the attention directed 
toward each of these popular movements has been out- 
standing, but neither has provided a completely adequate 
solution to the age old problem of woman’s “poena 
magna.” 

Frank appraisal of natural childbirth training reveals 
that it accomplishes no measurable diminution im the ac- 
tual intensity of labor pains,‘ nor is it the ~drugless 
method” glorified in lay publications. In a review of 
1,000 consecutive cases by the Yale group.* no less tham 
73.3% of nulliparas experiencing spontaneous deliveries 
required “not over 125 mg. of Demerol, or one dose of 
another agent.” In less than 20% of even these umcom- 
plicated labors was no analgesic used. Saddle block spinal 
anesthesia, most widely applicable of current regiomal 
block techniques for obstetric use, lends itself best to the 
practice of the average physician when employed only for 
terminal labor, delivery, and repair.* Pudendal block and 
local infiltration are even more limited im scope.* It be- 
comes obvious, therefore, that, even if one were to in- 
corporate into what might be considered a balanced or 
rational plan ° of obstetric analgesia the natural childbirth 
methods for the discomforts of the early first stage of 
labor, and minimal dosage low spinal (or pudendal 
block) anesthesia for the episiotomy and delivery, the 
problem of definitive analgesia for the phase of active 
cervical dilatation still exists. 

In their suggestion that diacetylmorphine (herom) or 
a combination of morphine and meperidine (demerol” ) 
hydrochloride represent (dolorimetrically) the closest 
approach to true analgesia for the pain of labor, Javert 
and Hardy ' have put on a scientific basis a fact long 
appreciated by obstetricians: to wit, a true narcotic drug 
must play an important role in any pharmacological 
method intended to provide adequate obstetric analgesia- 
amnesia. 

Concomitant with an increased interest in mewer syn- 
thetic narcotics throughout the medical profession, de- 
veloping in no small degree as a result of an international 
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ject” The patients in this series were given various 
amounts of methadone hydrochloride, ranging from 5 mg. 
to 20 mg. Both the oral and subcutaneous routes of ad- 
ministration were employed, and the agent was used 
alone or in combination with scopolamine and/or bar- 
biturates. 
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Fae. 1—Deerce of analgesia as judged by resilessncss during uterine 
cons. 


Methadone alone in 10 mg. doses created in the major- 
ity of patients satisfactory analgesia during actual uterine 
contractions. There was, on the other hand, very little 
desire to relax or doze between contractions and but 
negligible amnesia for preceding “labor pains.” Since the 
process of labor is composed of intermittent and progres- 
sively more severe episodes of pain, successful systemic 
analgesia requires an agent or agents whose pharmaco- 
logic effect is to produce “mental relaxation” and/or 
feeling of well-being between painful episodes. Failure 
to provide such an effect. regardless of adequate relief 
for the preceding episode, results in progressive ten- 
sion and apprehension directed toward the forthcoming 
painful contraction. This fear for what is to come soon 
“breaks through™ any purely analgesic effect, with the 
result that the patient does not experience adequate 
relief. 

On the basis of our experience in this group, we felt 
that a combination of 10 mg. of methadone hydrochloride 
and 0.4 to 0.5 mg. (1/150 to 1/130 grains) of scopola- 
mine hydrobromide administered subcutaneously held 
greatesi promise as a satisfactory method for producing 
analgesia-amnesia in the laboring woman. Accordingly, 
the second group of 1,000 patients were medicated in 
this fashion; the data herein presented are based on an 
analysis of results in this latter series. 

Of the 494 primiparas, 1.37 received a second dose 
of 10 mg. of methadone and 0.6% a repeat injection of 
scopolamine. Comparable figures for the 506 multiparas 
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were 0.3% and 0.2%, respectively. In addition, 49 
primiparas and 43 multiparas were given 0.2 gm. of amo- 
barbital sodium orally prior to the methadone-scopola- 
mine injection. 

The characteristics of the ideal drug (or combination 
of drugs) for obstetric analgesia-amnesia set forth by 
Fluhmann * more than a decade ago hold true today: the 
agent must alleviate suffering in the parturient, not inter- 
fere with the progress of labor, and be safe for the baby. 

While the “perfect” agent for every patient’s labor 
still remains to be discovered, these criteria serve ade- 
quately as standards in the study of any new preparation. 
In the analysis of our data on methadone and scopola- 
mine in combination, we have emphasized these con- 
siderations. 

EFFECT ON MOTHER 


The degree of alleviation of suffering has been based 
on two objective criteria: restlessness with pains (con- 
tractions) and sedation between pains. In addition to 
these observations made by numerous assistant resident 
physicians personally attending the patients in labor but 
having no further part in the preparation of this study, a 
subjective opinion as to the success of the pain relief was 
obtained in a majority of the cases through direct ques- 
tioning of the patient. All interviews were carried out at a 
time longer than 24 hours after delivery by a single physi- 
cian who was not responsible for subsequent interpreta- 
tion of any data. 

Patients who exhibit little or no restlessness during 
contractions in active, progressive labor may be described 
as objectively experiencing no severe pain. On this basis 
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Fig. 2.—Sedation between pains achieved by methadone with scopol- 
amine (1,000 patients). 


it may be seen that 64% of primiparas and 62% of 
multiparas were maintained in a comfortable state during 
contractions by methadone and scopolamine (fig. 1). 
Moderate restlessness (fair relief) was noted in 22% of 
both multiparas and primiparas, while 16% and 14%, 
respectively, were severely restless (definitely uncom- 
fortable) with each pain. 
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Good sedation between episodes of pain may be in- 
dicative not only of drug effectiveness to a degree that 
the patient is simply quiet during the “free” interval of 
uterine relaxation but, in addition, that the preceding 
contraction was not productive of such conscious dis- 
comfort as to create in the parturient marked apprehen- 
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Fig. 3.—Duration of labor in multiparas; only 27% were in labor over 
eight hours. 


sion and/or definite physical manifestations of anxiety in 
anticipation of the next episode. As might be expected, 
in both primiparas and multiparas, sedation between 
pains was successfully accomplished more frequently 
(83% and 74% of patients) than was lack of restless- 
ness with contractions (fig. 2). 

So far as the mother’s own evaluation of the comfort 
created for her—as present in her conscious memory 
at some time later than 24 hours after delivery—47% 
of all the patients interviewed were completely satisfied 
with pain relief during labor, and 35% said they had a 
moderate degree of analgesia (fair relief). The remain- 
ing 18% were not at all satisfied, stating they had re- 
ceived little benefit from the injected medications. Thus, 
the proportion of patients reporting “good” effect sub- 
jectively was approximately 15% less than the group 
demonstrating little or no restlessness during contrac- 
tions, i. e., “good” objective effect. There was, however, 
little difference in the proportions of mothers who were 
deemed to have had a truly “poor” result by objective 
(15%) and subjective (18% ) methods of evaluation. 
This good correlation in the calculation of the incidence 
of “drug failures” by objective and subjective means is 
undoubtedly significant. It may be assumed, therefore, 
that 82% to 85% of the patients in our series did receive 
at least a moderate degree of relief from pain. 


EFFECT ON LABOR 

The effect of any analgesic drug on labor is a major 
factor in its usefulness. Since normal labor varies in 
tempo and duration, this effect is more difficult to evalu- 
ate than the pain-relieving qualities of the agent or the 
likelihood of its producing fetal narcosis. We have em- 
ployed two approaches, one statistical and the other 
qualitatively pharmacological, in evaluating the effect of 
10 mg. of methadone hydrochloride (with scopolamine ) 
on uterine function in human labor. 
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In the first instance we have noted the duration of 
labor (total) in each case, and have charted the spread 
over the series in four-hour groups, for multiparas and 
primiparas separately (fig. 3 and 4). It is a fair assump- 
tion that any depressing influence potent enough to alter 
the activity of the laboring uterus would become evident 
in groups of cases as large as ours (506 and 494) by in- 
creasing durations of labor to degrees of statistical sig- 
nificance. In our series over 73% of multiparas delivered 
in less than eight hours, while 72% of primiparas de- 
livered in less than 12 hours. It would seem fair to con- 
clude that the use of methadone and scopolamine in 
average therapeutic amounts (usually one dose) does 
not prolong labor. 

During the process of obtaining our study series of 
1,000 labors, we have sought to observe directly in a 
limited number of patients the qualitative effects of the 
agents On patterns of uterine activity by means of a 
modified Fenning tocograph.* Our studies on 21 patients 
in various degrees of active labor warrant the following 
observations: (a) A single dose of 10 mg. of methadone 
given subcutaneously had no obvious effect on the pattern 
of contractions. (b) A second dose in one and one-half 
to two hours caused temporary decrease in intensity of 
contractions in a minority of cases. (c) A single intra- 
venous injection of 10 mg. resulted in a similar “slowing 
of labor” in but one of five patients (fig. 5). 

Since all the patients in our series received 0.4 to 0.5 
mg. of scopolamine in conjunction with methadone, the 
possible influence of the former drug on uterine activity 
must be considered. There are no tocographic studies of 
the effect of scopolamine itself on the contractions of the 
human uterus in labor known to us. Kirschbaum *° and 
Snyder "' state that scopolamine has no direct effect on 
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Fig. 4.—Duration of labor in primiparas; 72% delivered in less than 
12 hours. 


the labor mechanism. Among five patients studied by us 
before and after administration of 0.5% of scopolamine 
and 10 mg. of methadone, there was one instance of de- 
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terioration of uterine activity (fig. 6), lasting for 75 
minutes and followed by rapid progress subsequently. 

We may conclude that methadone has no significant 
effect on labor, though, as with morphine '* and meperi- 
dine hydrochloride '* in comparable dosage, there are 
individual patient variations. 
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Fig. 5.—Lack of deleterious effect of 10 mg. of methadone given intra- 
venously on uterine motility in a patient delivered at 40 weeks (para 2, 
gravida 4), with occipitodextratransverse presentation. Membranes ruptured 
at 8:15 a. m., and labor began at 8.45 a. m. 


EFFECT ON FETUS 


In earlier reports on the use of methadone in obstet- 
rics, a major disadvantage alluded to has been a notable 
depressing influence on the fetal respiratory center. 
Barnes '* was the first to evaluate carefully this alleged 
effect quantitatively, comparing methadone with mor- 
phine and meperidine (and later nisentil® '° [ 1 cc. contains 
40 mg. of dl-a-1,3-dimethyl-4-phenyl-4-propionoxypi- 
peridine hydrochloride]). On the basis of 25 carefully 
conducted “clinical experiments” with 15 mg. of metha- 
done administered two hours or less before delivery, 
there was a “significant” delay in first respiration and 


first lusty cry, as compared with 30 control cases without | 


medication. When the time interval was greater than two 
hours, little depressant effect was noted. When the dose 
of methadone was reduced to 10 mg. (the amount we 
have used with scopolamine), it was “without significant 
effect” on fetal respiration, regardless of time intervals 
prior to delivery. Methadone was thought to be a greater 
respiratory depressant than is meperidine, “under the 
conditions of this experiment.” 

Times of first fetal breath in our series have been noted 
accurately and separated into two groups, according to 
the type of anesthesia used for delivery (fig. 7). Saddle- 
block low spinal anesthesia was employed 560 times, 
while 440 patients received inhalation anesthesia. In 
all but 23 of the general anesthesia cases, ethylene was 
the agent of choice; ether was used 12 times and cyclo- 
propane 11 times. 


12. Murphy, D. P.: Uterine Contractility in Pregnancy; A Study of the 
Contractions of Pregnancy and Labor Under Normal and Experimental 
Conditions, Philadelphia, J. P. Lippincott Company, 1947, p. 118. 

13. Abbas, T. M.: The Importance of External Hysterography in the 
Study of Uterine Activity, Edinburgh M. J. 55: 423, 1948. 

14. Barnes, A. C.; Hapkeée, F. B., and Holzaepfel, J. H.: The Fetal 
Respiratory Depressant Effect of Methadone, Health Center J. Ohio 
State U. 1: 18, 1947. 

15. Hapke, F. B., and Barnes, A. C.: Obstetric Use and Effect on Fetal 
Respiration of Nisentil, Am. J. Obst. & Gynec. 58: 799, 1949. 
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The benefits of regional anesthesia to the fetuses with 
respect to their ability to breathe spontaneously at birth 
are obviously evident in our results. Ninety-two per cent 
of babies born of multiparas and 83% of babies of primi- 
parous mothers took their first breath in one minute or 
less. That these infants were completely free of narcosis 
can be appreciated from our finding that all emitted a 
lusty cry in one minute or less. 

Among the babies delivered under inhalation anesthe- 
sia, 73% from multiparas and 69% from primiparas 
began to breathe in one minute or less. All but 1% of 
these babies likewise cried within the same period of 
time. It would appear, therefore, that 14% of the primi- 
paras’ infants and 19% of the multiparas’ infants were 
prevented from “immediate” breathing and crying by the 
addition of general anesthesia to the methadone and sco- 
polamine analgesia. 

From these data, certain conclusions of major clinical 
significance can be drawn. The fetus that is unusually 
susceptible to hypoxia, and those subjected to acute or 
chronic oxygen deficiency during or before labor, should 
be protected at delivery from respiratory depression in- 
herent in the use of inhalation anesthesia, most particu- 
larly when a systemic analgesic of the narcotic type has 
been employed. In such a case delivery should be carried 
out under local or regional block. 

Prematurity is a prime factor in rendering the fetus 
poorly able to withstand pharmacological narcosis. In 
these small babies above all should the obstetrician avoid 
using narcotics and/or barbiturates plus general anes- 
thesia. Nonfetal anoxic anoxemia from certain complica- 
tions during labor may so inhibit the respiratory center 
of even a sturdy term fetus that otherwise relatively minor 
degrees of depression from anesthesia may be the decid- 
ing factor in the production of severe asphyxia at birth. 
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Fig. 6.—Pattern of fundal uterine contractions in single test patient 
“slowed”’ by 10 mg. of methadone with scopolamine. 


When DeLee admonished attendants of any laboring 
woman to listen carefully to the fetal heart every five or 
10 minutes during the second stage, he was emphasizing 
the grave possibilities facing the fetus during this period 
of labor. Second stage anoxia (recognized by fetal brady- 
cardia) may be due to, or aggravated by, cord complica- 
tions, progressive placental separation, or trauma to the 
fetal head, particularly if the “perineal” phase is pro- 
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longed. In such a situation, previous medication again 
may become a significant factor. At any rate, delivery 
should be expedited, without the use of general anes- 
thesia if possible. 

Newborn infants who do not breathe within five min- 
utes after delivery invariably create considerable concern 
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Fig. 7.—Onset of respiration after delivery. Fetal apnea was much more 
frequent with inhalation anesthesia. 


in the mind of the obstetrician. In the presence of good 
muscular tone and strong heart beat, part of this concern 
for the infant may be obviated if one is adept with a 
tracheal catheter and uses it to provide oxygen until 
such time as the baby’s respiratory mechanism assumes 
normal activity. Among the babies delivered with the 
mother under general anesthesia, 15.2% failed to breathe 
spontaneously during the first five minutes of life. Pro- 
portionately less than one-third as many saddle-block 
babies, 4.6%, fell into this category. All these babies 
were maintained with tracheal catheter oxygenation 
until capable of spontaneous breathing. 

In line with our findings incriminating general anes- 
thesia as a potent factor in the depression of fetal respi- 
ration, we reviewed our data to investigate other possible 
causes of apnea and asphyxia at birth, as well as to evalu- 
ate more precisely the relative effect of methadone. To 
this end we have analyzed the maternal labor and deliv- 
ery records of 26 infants born under saddle-block anes- 
thesia who failed to breathe spontaneously for four or 
more minutes. Narcosis from excessive dosage or in- 
judicious timing of depressant agents and trauma to the 
fetal head during labor or delivery are the major factors 
contributing to apnea in this group (table 1). 

From the standpoint of narcosis, the following facts 
were noted: (a) The mothers of 19 of the 26 babies re- 
ceived 10 mg. of methadone in 90 to 210 minutes before 
delivery, and seven others were given two 10 mg. doses 
within five hours of parturition. (b) Seventeen infants 
had superimposed on any methadone effect the pharma- 
cological depression of 200 mg. of amobarbital sodium 
administered to the mother two to six hours prior to 
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delivery. The inference is obvious: A long-acting bar- 
biturate should be avoided in the actively laboring pa- 
tient when definitive analgesia with a narcotic drug is 
contemplated. 

The factor of fetal trauma was impressive in 17 of the 
26 cases, in the form of prolongation of labor as a whole 
(seven patients) or of the second stage (two patients), 
difficult operative delivery (four patients), and delay 
in delivery with the presenting head pressing against 
the perineal obstruction for 60 to 180 minutes (14 pa- 
tients).'° The latter situation, prolongation of the “per- 
ineal” stage of labor, is comparable to “unnatural delay 
in delivery” found by McKhann “* to be the second most 
common etiological factor (next to narcosis) in a group 
of children manifesting postdelivery brain damage. 

Certain babies were affected by such specific compli- 
cations as intrapartum abruptio placentae, partial pla- 
centa previa, and cord entanglement. Eleven infants 
weighed less than 2,800 gm., and four were between 
2,100 and 2,350 gm. 

In only one instance (case 1) was methadone the only 
detectable factor contributing to the asphyxia. This find- 
ing fits well with our inability to correlate delay in respi- 
ration with the amount of methadone excreted in the fetal 
urine during the first few days of life in nine babies. It is 
interesting to note in this regard that maternal urinary 
excretion of methadone in the immediate puerperium 
follows the pattern of excretion demonstrated by Scott 
and Chen '* in the nonpregnant person (fig. 8). Inspec- 
tion of the records of 24 babies in our entire series weigh- 
ing less than 2,600 gm. at birth revealed that 8 (33% ) 
breathed in one minute or less and 13 (54% ) in less than 
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Fig. 8.—Total urinary excretion of methadone in 36 to 80 hours after 
administration of 10 mg. during labor (nine patients). 


three minutes after delivery. Anesthesia for delivery was 
equally divided between ethylene and spinal. 

Four intrapartum and five postnatal fetal deaths oc- 
curred in our series of 1,000 cases. Causes included pro- 


16. In five patients more than one type of fetal trauma was present. 

17. McKhann, C. F.; Belnap, W. D., and Beck, C. S.: Late Effects of 
Cerebral Birth Injury, J. Michigan M. Soc. 50: 149, 1951. 

18. Scott, C. C., and Chen, K. K.: Action of 1,1-Diphenyl-1-(Dimethyl- 

inoi 1)-But 2, Potent Analgesic Agent, J. Pharmacol. Exper. 


Therap. 87: 63, 1946. 
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lapse of the cord and intrapartum abruptio (in two 
2,260 gm. infants), cord entanglement, shoulder dystocia 
(4,855 gm. infant), breech delivery, erythroblastosis, 
and major congenital abnormalities. Corrected for the 
last two conditions, the fetal death rate was 0.5%. 


COMMENT 


Careful analysis of the complete record of each of the 
1,000 patients in this study has served to reaffirm our 
conviction that pain relief in labor must be individualized. 
A consideration of the problem should begin as an integ- 
ral part of prenatal care. The patient’s psychological and 
physical status must be evaluated, her past experiences 
with labor or other painful episodes considered, and the 
effects of analgesic drugs assessed. No woman should be 
promised a completely painless labor nor any particular 
technique of analgesia. She should be assured, however, 
that she will be given adequate relief of pain compatible 
with the safety of her baby and with her own well-being. 

When the patient enters the hospital in labor, condi- 
tions as they exist at that particular moment must deter- 
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self, can be more important in producing fetal respiratory 
difficulties than use or avoidance of any particular drug, 
assuming the agent of choice will be used according to 
accepted pharmacological principles. 

In reevaluating the patient when she is seen in labor, 
One must consider such factors as parity, the stage of 
labor present at the moment—as well as the intensity of 
uterine activity—the patient’s previous labor and deliv- 
ery history, the maturity and size of the fetus, and any 
complications of labor present or threatening that in 
themselves might expose the infant to anoxia. In selecting 
an agent or agents for analgesia during labor, one must 
remember that the likelihood for fetal apnea is increased 
by the use of general anesthesia for delivery. 

Our experience with methadone in this respect con- 
firms the observations of Henderson ' with barbiturates 
and Hershenson *’ with apomorphine-scopolamine. A 
premature infant, or a mature fetus exposed to trauma 
or anoxia in labor, should in particular be spared the 
additional depressing effect of the combined use of bar- 
biturates, a narcotic, and deep inhalation anesthesia. The 


TABLE 1.—Contributing Factors* in Fetal Asphyxia with Saddle Block Anesthesia 


Case No. 

20 mg. of methadone within 5 hr. of del....... 7 na we face i ow rs 2 x x x 
200 mg. of amobarbital sodium 2-6 br. 

Small premature infant, 2,100-2,350 gm......... 4 x 
Large premature infant, 2,350-2,550 gm......... 4 x x x x 
Small term intant, 2,550-2,800 gm............... 3 —— x x 


* Other factors probably contributing to asphyxia in specific cases were as follows: partial placenta previa (case 16), intrapartum abruptio placentae 


(case 4), cord entanglement (case 20), 


severe maternal anemia with 28% hematocrit (case 24), 


temporary hypotension with spinal anesthesia (case &), 


intrapartum sepsis with temperatures of 39.2 C ed 6 4 and 38.5 C (101.3 F) (eases 16 and 17), ethylene analgesia for 45 minutes before spinal anesthesia 


(case 11), and excessively large fetus—4,300 
+Methadone, 10 mg., 


TABLE 2.—Comparison of Analgesia-Amnesia with 
Various Methods 


Satis- Excel- 
No. o factory, lent, Fair, Poor, 
Medicament Case % % /) % 
Methadone-scopolamine........ 1,000 82-85 63.0 22.0 15-18 
Morphine-secopolamine *........ 1,827 80-85 
Meperidine-scopolamine ¢....... 469 87.4 70.5 16.9 12.6 
Meperidine-scopolamine }....... 300 86.0 ina 14.0 
Barbiturates-scopolamine §.... 14,676 85.0 
Apomorphine-scopolamine 2°... 500 90.0 76.0 14.0 10.0 
Nisentil® (40 mg.) 25........... 500 90.0 3.4 
Nisentil® (40 mg.) }|............ 125 80.0 


° Krebs, O.S8.; Wulff, G. L., Jr., and Wassermann, H. C.: Scopolamine- 
Morphine Seminarcosis with Modifications, J. A. M. A. 107: 1104 (Nov. 21) 
1936. 

+ Schumann, W. R.: 
Obst. & Gynec. 47: 93, 

} Maximov, A.: De a Analgesia in Obstetrics, California Med. 65: 43, 
1946. 

§ Irving, F. C.: Adv eoseaes and peeeemnegn of the Barbiturates in 
Obstetrics. "Rhode 28: 493, 1945. 

| Lund, C. Cho of PFs hans By During the First Stage of Labor, 
145: lu (April 14) 1951. 


a (S-140) and Scopolamine in Labor, Am. J. 


mine the program for analgesia; a preconceived and 
formalized routine of sedation is to be avoided. The 
physician must always keep in mind that the numerous 
factors inherent in parturition, including the delivery it- 


19. Henderson, H.; Foster, E. B., and Eno, L. S.: The Relative Effect 
of Analgesia and Anesthesia in the Production of Asphyxia Neonatorum, 
Am. J. Obst. & Gynec. 41: 596, 1941. 

20. Hershenson, B. B., and Brubaker, E. R.: Scopolamine and Apomor- 
phine in Labor, Am. J. Obst. & Gynec. 53: 980, 1947. 


- (ca 
administered 71 minutes otha delivery; otherwise, the minimum in this group was one and a half hours. 


role of methadone in causing fetal asphyxia is no greater 
than that of any other similar drug. 

So far as adequacy of pain relief is concerned, the 
data in this series substantiate our earlier belief, as well 
as Our continuing experience to a total of over 3,000 
cases, that methadone is as potent and (with scopola- 
mine) as useful a drug for obstetric analgesia-amnesia as 
exists today. Our results for the mother compare favor- 
ably with those reported in large series with other com- 
monly used techniques (table 2). Contrary to earlier 
and much less extensive reports, methadone provides no 
unusual hazard to mother or baby. 


CONCLUSIONS 


1. Methadone in single 10 mg. doses with scopolamine 
will produce a high degree of satisfactory analgesia- 
amnesia in the average laboring woman. . 

2. Progress of labor and uterine motility are not in- 
terfered with. 

3. Respiratory depression of the fetus (including pre- 
mature infants) is no more striking than seen in large 
series with other easily managed techniques. 

4. As with other narcotics the greatest fetal respira- 
tory effect is noted when methadone is administered 90 
or 120 to 210 minutes prior to delivery. 


V ie 


Vol. 148, No. 14 


1199 


SEVERE INFECTIONS WITH THE VIRUS OF LYMPHOCYTIC 
CHORIOMENINGITIS 


John P. Colmore, M.D., New York 


In 1933, during the St. Louis encephalitis epidemic, 
Armstrong and Lillie‘ isolated a virus which in rhesus 
monkeys always caused a round cell infiltration of the 
meninges and choroid plexus and which they therefore 
named lymphocytic choriomeningitis virus. Since the 
demonstration of virus neutralizing and complement 
fixing antibodies in the serums of persons convalesc- 
ing from infections with the virus of lymphocytic chorio- 
meningitis, it has been estimated that 11% of the 
general population in urban areas have antibodies 
against this virus without any history of clinical infec- 
tion.” The syndrome of “benign” lymphocytic chorio- 
meningitis characterized by an initial grippal syndrome 
of 3 to 10 days’ duration, followed in a week to 10 days 
by symptoms of meningeal irritation, with about a thou- 
sand white blood cells in the spinal fluid, of which 90% 
to 100% are lymphocytes, with negative results of bac- 
teriological studies on the spinal fluid, and with uncom- 
plicated recovery in two to three weeks, is well known 
and widely recognized.’ It is not generally recognized that 
this virus may cause severe encephalitides, myelitides, 
and even fatalities, although these are mentioned in the 
newer textbooks and inclusive reviews of the subject.* 


It is the purpose of this report to draw attention to 
these severe forms resulting from infections with the 
virus of lymphocytic choriomeningitis and to report in 
detail such a case with transverse myelitis, encephalitis, 
and pneumonia. 


REPORT OF A CASE 


E. D., a 24-year-old white married grocery clerk, had a severe 
headache and “dizzy spells” of two days’ duration beginning 
Feb. 15, 1951. On February 24 he noted the return of the head- 
ache, accompanied by backache. Then, gradually, complete 
paralysis of the lower extremities developed, with an associated 
loss of sensation. He was admitted to the hospital on February 
25, where he had a temperature of 102 F, signs of meningeal 
irritation, and transverse myelitis with a sensory level just below 
the umbilicus. Lumbar puncture revealed 980 white blood cells 
per cubic millimeter, of which 90% were polymorphonuclear 
neutrophils. Culture of the fluid revealed no growth on the usual 
mediums. The protein was 125 mg. per 100 cc. The hemogram 
revealed 4,000,000 red blood cells, 74% hemoglobin, with 4,300 
white blood cells, of which 89% were neutrophils (including 9 
band forms). Immediate antibiotic therapy consisted of par- 
enterally administered penicillin and orally administered aureo- 
mycin. For the next three days the patient was disoriented, occa- 
sionally delirious, febrile (up to 103 to 104 F), and incontinent 
of urine and feces. The sensory level gradually ascended, reach- 
ing the clavicles, and it was necessary to administer oxygen. 
Spinal fluid examination on March | revealed a protein determi- 
nation of 68 mg. per 100 cc. In the following five days his 
mental condition improved, and there was a gradual drop in the 
temperature curve to levels of 101 to 102 F, with regression of 
the sensory level to the umbilicus. Antibiotic therapy was dis- 
continued on March 10, because of an urticarial reaction. 

On March 13 the patient was transferred to the Bronx Vet- 
erans Administration Hospital, where he was found to have a 
complete flaccid paraplegia with a sweat and sensory level at 
the 10th thoracic segment. There were early decubiti over the 
sacrum and both heels. The temperature on admission was 102 


F. Lumbar puncture revealed crystal clear fluid under normal 
pressure and without evidence of block, protein of 77 mg. per 
100 cc., 1 white blood cell per cubic millimeter, normal serology, 
and a flat colloidal gold curve. Urinalysis revealed a trace of 
albumin with 15 to 20 white blood cells per high power field. 
The blood Kahn reaction was negative. Various blood chemical 
determinations, including liver function studies, were within 
normal limits. Results of blood heterophil and cold agglutina- 
tion studies were normal. Serum drawn for virus agglutination 
studies on admission was subsequently reported to be negative 
against the viruses of Eastern and Western equine, Japanese B, 
and St. Louis encephalitides, but results of complement fixation 
studies against the virus of lymphocytic choriomeningitis were 
4+ in 1:16, 3+ in 1:64, 2+ in 1:256, and 1+ in 1:512 dilutions. 
Cultures of the blood and spinal fluid were negative on the usual 
mediums. 

The patient was treated with general supportive therapy and 
continued to have a low-grade fever until, on March 19, he was 
observed to have a shaking chill, after which the temperature 
rose to 104 F. He then complained of a pleuritic type of right 
lower anterior chest pain. A hemogram at this time revealed 
3,900,000 red blood cells, hemoglobin of 12.6 gm., and 19,900 
white blood cells, with 80% polymorphonuclear neutrophils (of 
which 18 were band forms). A blood culture was sterile, but a 
urine culture revealed the presence of Aerobacter aerogenes and 
a gamma Streptococcus. On March 23 he first had clinical and 
radiological evidence of pneumonia involving the right lower 
lung field, and a small amount of blood-streaked mucoid sputum 
was noted. Repeated blood cultures taken during this period 
were all sterile. The physical signs in the chest suggested con- 
solidation of the right middle lobe with atelectasis of the right 
lower lobe, which progressed so that on March 29 it was decided 
to perform a bronchoscopic examination. This revealed narrow- 
ing and edema of the orifice of the right middle lobe bronchus, 
from which a large amount of thick bloody mucoid material 
was aspirated. Culture of this material revealed no growth. There 
was almost immediate improvement in the aeration of the right 
lower lung field. After the bronchoscopic examination the tem- 
perature reached a peak of 105 F, and then began a slow but 
steady drop, so that it was normal by April 5 and has remained 
so. There was also steady improvement in his general condition. 
The pneumonia cleared rapidly and completely by roentgeno- 
graphic examination. Since the middle of April there have been 
paresthesias in the lower extremities and spontaneous involun- 
tary movements of both feet. Otherwise, neurological examina- 
tion seven months after the onset shows no change in the 
complete flaccid paraplegia with sweat and sensory level at the 
10th thoracic segment. During the course of the acute febrile 
period, the sulfonamides, penicillin, streptomycin, aureomycin, 
terramycin, and chloramphenicol were used singly and in various 
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combinations, without any apparent effect on the pneumonia, 
the myelitis, or the temperature curve. 

Repeat complement fixation studies on the serum have shown 
a decrease in the titer of antibodies against the virus of lympho- 
cytic choriomeningitis to 4+ in 1:4 dilution and 14 in 1:32 
dilution. 


The patient’s wife related an illness she had incurred in late 
December, 1950, characterized by severe headache, stiff neck, 
and malaise, which confined her to bed for a week. She recovered 
spontaneously and without sequelae. Complement fixing anti- 
bodies against the virus of lymphocytic choriomeningitis were 
demonstrated in a specimen of her serum drawn on April 3 in 
the following titers: 4+ in 1:8, 34+ in 1:16, 2+ in 1:32, 14 in 
1:64, and plus-minus in 1:128 dilutions. 

Questioning of the patient and his wife revealed that they had 
known of the presence of mice in their home and in his place 
of business for some time. However, neither of them had ever 
actually handled a mouse at any time. 


COMMENT 

In this case, although no attempt was made to isolate 
the virus itself, the results of the serological studies sat- 
isfy the criteria for the diagnosis of lymphocytic chorio- 
meningitis.* It is generally recognized that the virus is 
transmitted from its reservoir host, the mouse, to man, 
probably by inhalation of dried mouse urine, and that 
usually no physical contact with mice is elicited in the 
history.® In this case, mice had been a problem both in 
the patient’s home and in his place of employment. Fur- 
thermore, it is very probable that his wife had the usual 
type of purely meningeal infection with the virus of 
lymphocytic choriomeningitis in December, 1950, and 
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Pneumonias: Pneumonias Associated with Known Non-Bacterial Agents: 
Influenza, Psittacosis, and Q Fever, New England J. Med. 227: 342 (Aug. 
27) 1942. van Ravenswaay, A., and others: Clinical Aspects of Primary 
Atypical Pneumonia: A Study Based on 1,862 Cases Seen at Station Hos- 
pital, Jefferson Barracks, Missouri, from June 1, 1942 to Aug. 10, 1943, 
J. A. M. A. 124:1 (Jan. 1) 1944. 

11. Reimann.*” Sheppe, W. M.; Osterman, A. L.; Ahroon, C. R., and 
Zuflacht, J. J.: Meningomyelitis: A Complication of Primary Atypical 
Pneumonia, J. A. M. A. 122: 1245 (Aug. 28) 1943. Turner, R. W. D.: 
Atypical Pneumonia, Lancet 1: 493 (April 21) 1945. Gundersen, S.: Pri- 
mary Atypical Pneumonia of Unknown Etiology, New England J. Med. 
231: 697 (Nov. 23) 1944. Holmes, J. M.: Neurological Complications in 
Atypical Pneumonia, Brit. M. J. 1: 218 (Feb. 8) 1947. Cattaneo, A.: Le 
complicazione neurologiche nella polmonite atipica primaria 0 polmonite 
da virus, Gazz. osp. 49: 278, 1949. 

lla. This non-hemolytic streptococcus is referred to as streptococcus 
MG by Mirick and associates (J. Exper. Med. 80: 391 [Nov.] 1944). 
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that this illness resulted in her positive serological re- 
actions. The high percentage of neutrophils in the initial 
examination of the spinal fluid has been previously 
noted.® 

The initial low leukocyte and normal differential 
counts, subsequently followed by leukocytosis with both 
relative and absolute increase of polymorphonuclear 
forms, mirrors the experience of others.’ 

Cases of lymphocytic choriomeningitis have been re- 
ported which were ushered in by a shaking chill or where 
there were shaking chills during the course of the infec- 
tion, although this symptom is generally associated with 
bacterial dissemination.* 

The occurrence of the complicating pneumonia in this 
Case is most interesting, since it was obviously nonbac- 
terial. The virus of lymphocytic choriomeningitis is rec- 
ognized to cause a pneumonia regularly in experimen- 
tally infected animals * and has been recovered from a 
pneumonic lesion at necropsy in at least one human 
infection.*” Several reviews of the virus pneumonias rec- 
ognize this virus as one of the rarer etiologic agents.’° 

Armstrong * stated that the virus of lymphocytic 
choriomeningitis has been recovered from practically 
every organ, including the lungs of monkeys dying of 
this disease. Findlay and his associates *” concluded, on 
the basis of their studies of mice infected with this virus, 
that the central nervous system involvement was only 
part of a generalized systemic involvement. This con- 
clusion is concurred in by virologists and clinicians 
studying viral infections that have been recognized to 
involve organ systems other than those for which they 
had a previously well-known predilection. 

The negative bacteriologic studies, the failure to dem- 
onstrate the development of cold agglutinins, and the 
lack of response to antibiotic therapy in this case 
strengthen the impression that this represents the first 
published instance of clinical recognition of pneumonia 
due to the virus of lymphocytic choriomeningitis. This 
is felt to be an instance of a primarily neurotropic virus 
which exhibited pneumotropic properties as well. 

There are many reports *' concerned with the virus 
pneumonias classified as primary atypical pneumonia of 
unknown etiology in which a variety of central nervous 
system manifestations, including myelitis, encephalitis, 
and meningitis, are described as complicating the pri- 
mary pulmonary involvement. In the few instances that 
include pathologic description, there appears to be noth- 
ing to differentiate the lesions from those noted above in 
proved cases of lymphocytic choriomeningitis. Further- 
more, the diagnosis of virus pneumonia or primary 
atypical pneumonia of unknown etiology seems to have 
been made in these instances on the basis of “character- 
istic” x-ray findings, plus a grippe-like syndrome with a 
normal or low white blood cell count. In no instance was 
the diagnosis documented by cold agglutinin or Strepto- 
coccus MG agglutination '™* studies, nor were attempts 
made to rule out the pneumonias associated with known 
nonbacterial agents. One wonders whether these reports 
were not actually examples of primarily neurotropic 
viruses which incidentally caused pneumonia rather than 
the converse. 
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As previously mentioned, since the report of Findlay, 
Alcock, and Stern °” in 1936, it has been increasingly 
apparent that the heretofore widely used appellation of 
“benign” lymphocytic choriomeningitis was a misnomer, 
since both severe encephalitides and fatalities were seen 
following infections with this virus. The accompanying 
table includes all those cases found in an exhaustive 
review of the literature which showed severe forms of the 
disease. An attempt has been made to subdivide these 
cases into those which are well documented in regard to 
their etiology, the criteria for selection being either re- 
covery of the virus, or the development of a significant 
titer of complement fixing or of virus neutralizing anti- 
bodies, or of both. Those cases that were rejected were 
those in which the diagnosis was made on clinical 
grounds solely, and, although they may well represent 
accurate diagnoses, laboratory corroboration is lacking. 


Reported Cases of Lymphocytic Choriomeningitis 
with Encephalitis or Encephalomyelitis, 
Including Fatalities 


Encephalitis or 


neephalomyelitis Fatalities 
Docu- Docu- 
Author Year Total mented* Total mented* 

Findlay, Aleock, and Stern 5» 1936 2 2 0 0 

Viets and Warren ®".......... 1937 2 1 1 0 

Barker and Ford 33"......... 1937 1 1 0 0 

Machella, Weinberger, and 

Lippincott 1939 1 0 1 0 

MacCallum and Findlay !%°.. 1939 1 1 0 0 
Sileott and Neubuerger (Am. 

3c. $ 253, 1940)..... 1940 3 0 3 0 

1940 6 6 3 3 

Smadel and others 7"......... 1942 2 2 2 2 

1947 1 1 1 1 
Vedder (Nederl. tijdsehr. gen- 

eesk, 92: 3532 [Oet. 30] 1948) 1948 1 0 1 0 

Prepent report...c.ccecccccees 1951 1 1 0 0 


* Cases proved by virus recovery and/or by serologie studies. 


It can readily be seen that there are (exclusive of the 
present report) 17 well-documented cases of encephalitis 
or encephalomyelitis and that of these there were six 
fatalities. The pathologic changes noted in the central 
nervous system in these cases include meningeal infiltra- 
tion with lymphocytes, red cells, and macrophages; 
inflammation of the choroid plexus and often of the ven- 
tricular ependyma; and perivascular cuffing with lym- 
phocytes, mononuclear cells, and red cells. Gliosis, 
demyelination, petechial and occasionally massive hem- 
orrhages and necrosis in both gray and white matter 
were seen. Arachnoiditis occasionally occurred.'* As has 
been noted, there is no distinctive feature either clinically 
or pathologically in these cases which would aid in 
differentiating the central nervous system involvement 
by this virus from any other virus; hence the importance 
of the serological and virological studies. 

In contrast to the usual benign and brief form of 
purely meningeal involvement with the virus of lympho- 
cytic choriomeningitis, patients with severe nonfatal cen- 
tral nervous system infection frequently had a protracted 
course, with several instances of permanent disability.'* 

It is felt that penicillin, the sulfonamides, aureomycin, 
terramycin, chloramphenicol, and streptomycin, both 
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singly and in combination, had no effect on the course of 
the encephalitis, myelitis, or the pneumonia in this case. 
This is at variance with the report of Grater and Rider." 


SUMMARY AND CONCLUSIONS 

1. A case of severe infection with the virus of lympho- 
cytic choriomeningitis, proved by serological studies, is 
reported, manifesting itself by a transverse myelitis with 
a sensory level at the 10th thoracic segment, transient 
encephalitis, and a virus pneumcnia. 

2. Seventeen documented cases of severe involve- 
ment of the central nervous system with this virus, in- 
cluding six fatal infections, have been collected from 
a review of the literature. 

3. Evidence is presented to support the thesis that 
lymphocytic choriomeningitis is a generalized systemic 
infection with a primarily meningotropic virus which not 
infrequently becomes pneumotropic and neurotropic. 

4. It is suggested that serological studies for specific 
viruses, including the virus of lymphocytic choriomenin- 
gitis, be performed in cases of virus pneumonia in which 
there do not develop positive cold or Streptococcus 
MG agglutinins, particularly in those cases in which 
signs of meningeal or of central nervous system irrita- 
tion are exhibited. 

12. (a) van Rooyen and Rhodes.? Farmer and Janeway.*4 Howard."* 
Smadel and others.” (b) Baker, A. B.: Chronic Lymphocytic Chorio- 
meningitis, J. Neuropath. & Exper. Neurol. 6: 253 (July) 1947. 

13. (a) Findlay, Alcock, and Stern.» Howard."© Viets and Warren.‘ 
(b) Barker, L. F., and Ford, F. R.: Chronic Arachnoiditis Obliterating 
the Spinal Subarachnoid Space, J. A. M. A. 109: 785 (Sept. 4) 1937. 
(c) MacCallum, F. O., and Findlay, G. M.: Lymphocytic Choriomenin- 


gitis; Isolation of the Virus from the Nasopharynx, Lancet 1: 1370 (June 
17) 1939. 


14. Grater, W. C., and Rider, J. A.: Lymphocytic Choriomeningitis; 
Treatment of Two Cases with Aureomycin, Texas State J. Med. 45: 568 
(Aug.) 1949. 


Pentothal® Anesthesiaa—Anyone employing thiopental (pento- 
thal®) sodium should, for safety, be aware that among other ef- 
fects the drug (as do all barbiturates) impairs the sensitivity of 
the respiratory center to its normal chief stimulus, carbon diox- 
ide. Under full thiopental anesthesia the body has to make use of 
a supplementary mechanism in order to keep respiration going. 
To maintain respiration a shift is made from the normal driving 
action of carbon dioxide on the respiratory center to the action of 
anoxia on the carotid mechanisms in the neck. Anoxia will stimu- 
late respiration just as powerfully in the patient under deep thio- 
pental anesthesia as under light anesthesia. Thus the uninformed 
anesthetist may believe that respiratory stimulation means that 
the patient under thiopental anesthesia is awakening, whereas 
it may mean simply that the patient is not getting enough oxygen. 
A wrong interpretation here, leading to the further administra- 
tion of thiopental sodium, has caused deaths. In other words, 
the true depth of thiopental anesthesia may be impossible to de- 
termine when there is a low oxygen content of the blood. For 
safety, certainly always in long operations, oxygen is adminis- 
tered with thiopental. As explained above, the respiratory center 
of the patient under full thiopental anesthesia loses its sensitivity 
to carbon dioxide. In fact, carbon dioxide becomes a depressant 
to respiration under this agent, and use of carbon dioxide as a 
respiratory “stimulant” is contraindicated during treatment of 
respiratory depression caused by thiopental or any other bar- 
biturate. Acceptable practice with thiopental sodium involves 
the use of a 2.5 per cent solution, routine administration of 
oxygen to the patient in all except short (half-hour) operations, 
and frequent observation of pulse and blood pressure during 
anesthesia.—Henry K. Beecher, M.D., Early Care of the Seri- 
ously Wounded Man, Springfield, Charles C Thomas, Publisher, 
1952. 
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SPONTANEOUS VENOUS THROMBOSIS IN THE LEGS OF TALL MEN 


Meyer Naide, M.D., Philadelphia 


A dangerous type of spontaneous venous thrombosis 
in the legs was seen in six men, during a two-year period. 
All of these men were over 6 ft. (182.88 cm.) tall, and 
four of them were 6 ft. 2 in. (187.96 cm.) or more. In 
none of these patients did the venous thromboses follow 
surgical operations, but in each case they appeared after 
severe physical strain or for no apparent reason. In all of 
the many other patients seen with thrombophlebitis over 
the same two-year period, the thromboses occurred 
either postoperatively or post-partum, or as a result of 
malignancy, prolonged illness, or involved superficial 
varicose veins. | 

In three of the tall patients pulmonary infarction was 
the first symptom, and five required either iliac or 
femoral vein ligation. All six of these patients had, 
initially or eventually, bilateral involvement. Two of the 
patients had pulmonary emboli while receiving anti- 
coagulants, and a third had embolism after anticoagu- 
lant treatment was stopped. 


REPORT OF CASES 


Case 1.—A 38-year-old man was seen July 13, 1948. He had 
had superficial thromboplebitis in the right leg in 1945 and 1947. 
Early in July, 1948, after helping move furniture, he had four 
syncopal attacks, lasting one minute each, over a period of 10 
days. On July 11 pain developed in the right calf and ascended to 
the groin along the inner thigh. Physical examination revealed a 
robust white man, weighing 206 Ib. (93 kg.), 6 ft. 3 in. (191 cm.) 
in height, temperature 99 F, pulse rate 76, and blood pressure 
116/74 mm. Hg. There was an indurated tender superficial vein 
in the right leg, going up to the midthigh along the inner aspect. 
The right calf was 2 cm. greater in circumference than the left. 
All pulses were palpable. Acute thromboplebitis of the right long 
saphenous vein with deep vein thrombosis and small pulmonary 
infarcts was considered the probable explanation for the synco- 
pal attacks. He was hospitalized, and heparin and bishydroxy- 
coumarin (dicumarol®) were given, along with blocking of the 
sympathetic ganglions with tetraethylammonium chloride, eleva- 
tion of the leg, and elastic bandages. He was kept at complete bed 
rest, except when a chest x-ray was made two days after 
admission. The x-ray was reported as showing small adhesions 
between the pleura and diaphragm on each side and one between 
the pericardium and the pleura on the left side. That day, at 
3 p. m., the patient felt an “itching sensation, like a bug crawl- 
ing” in the region of the right knee. He reached down to scratch 
it, and the sensation moved up into the thigh and suddenly dis- 
appeared, to be followed immediately by pain sharply localized 
in the left precordial area. The pain was a sensation of pressure 
and gradually subsided within several minutes. The chest was 
normal on auscultation. A diagnosis of pulmonary embolism was 
made, and that afternoon the right common iliac vein was ligated 
above an old thrombus which was found at operation, within an 
inch of the vena cava. The patient did well after this and was 
discharged on July 29, 1948, with no further symptoms. His sub- 
sequent course was relatively uneventful until Jan. 9, 1949, when 
a tender cord developed which could be felt in the left inner 
thigh. He seemed to improve with conservative treatment until 
January 23, when swelling of the left calf appeared with deep 
tenderness. He was again hospitalized, and, because of his previ- 
ous experience with the right leg, the left external iliac vein was 
ligated. No clots were found in this vein. He had no further symp- 
toms until June 1, when he was seen again because he com- 
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plained of a cramp in the right calf. There was some soreness of 
the right inner calf, but no thrombosed vein was palpable. There 
was only slight edema of both legs. This symptom subsided spon- 
taneously. He has been well since then. 

CasE 2.—A 38-year-old white man, height 6 ft. 2 in. (188 
cm.) and weight 208 Ib. (94 kg.), was first seen on June 27, 1946. 
He gave a history of having had what was diagnosed as pneu- 
monia in June, 1945. At that time he had phlebitis of the left 
leg. Several similar pulmonary episodes occurred until Decem- 
ber, 1945, when he was hospitalized; a diagnosis of pulmonary 
embolism was made, and the left common iliac vein was ligated. 
Large thrombi were present in the iliac vein. The left leg con- 
tinued to be swollen, but he had no acute symptoms until June, 
1946, when pain developed in the righ calf. This pain persisted, 
and on admission there was tenderness and induration in a vein 
along the right inner aspect of the calf. Anticoagulant therapy 
was instituted. All symptoms subsided. However, in November, 
1946, he had another episode of thrombophlebitis with pulmo- 
nary embolism, at which time he was very ill. The right iliac 
vein was ligated. In February, 1947, he had an episode of super- 
ficial thrombophlebitis in the right foot, ankle, and leg, for 
which tetraethylammonium chloride and bishydroxycoumarin 
were used, with subsidence of the symptoms. No further symp- 
toms have been present. 

Case 3.—A 49-year-old white man, height 6 ft. 1 in. (185 
cm.) and weight 205 Ib. (93 kg.), was seen on Oct. 16, 1947. The 
history was that of chest pain and bloody sputum in January, 
1947, following an automobile drive of 3,000 miles (4,828 km.). 
A diagnosis of pulmonary infarction was made. At that time 
there was no sign of phlebitis, but he was given bishydroxy- 
coumarin. Pain developed in the right leg four days later, and 
the right common femoral vein was ligated. In February, 1947, 
thrombophlebitis of the left leg developed and the left common 
femoral vein was ligated. In July, he had another attack of 
thrombophlebitis after working in a squatting position. In the 
early part of October, discomfort appeared in the left leg, and on 
October 10 a cough, bloody sputum, and chest pain developed. 
There were rales at the right base. He was given heparin and 
bishydroxycoumarin. The following morning he had another 
severe attack of chest pain and bloody sputum. The left leg and 
thigh were greater in circumference than the right. A tender 
thrombosed vein was present on the left leg and inner aspect of 
the thigh. Bilateral common iliac ligation was recommended. 
The patient, however, decided to leave the hospital and was given 
bishydroxycoumarin therapy on an ambulatory basis in another 
institution. 

COMMENT 

Present day therapy of thrombophlebitis requires the 
use of anticoagulants. Failure of such treatment in this 
type of patient is indicated by development of pulmonary 
emboli. The fact that pulmonary emboli developed in 
five of our six patients suggests that in tall persons spon- 
taneous venous thrombosis is a dangerous condition. 
Early treatment by ligation is desirable in such patients, 
since they do not respond well to anticoagulants. 

The cause of spontaneous venous thrombosis fol- 
lowed by pulmonary emboli in tall persons is not clear. 
In four of our six patients physical strain involving the 
legs appeared to be the precipitating factor. Strain or 
effort has been recognized as a cause of thrombosis of 
the axillary or subclavian vein. Effort has not been simi- 
larly stressed as a possible cause for venous thrombosis 
in the legs. In addition, the greater vein length in tall 
persons may increase the difficulty of venous return to 
the vena cava, thus predisposing to stasis. The cramped 
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positions that tall persons are frequently forced to as- 
sume for considerable periods of time, especially when 
sitting, may be a contributing factor. If thrombi form in 
the veins, strain resulting from severe exertion or from 
unnatural leg position could produce a separation of 
the clot from the vein wall and pulmonary embolism, 
so well described by Chapman and Linton.’ Physical 
strain of any sort may also result in damage or tear in 
a vein wall; this, in turn, may lead to clot formation at 
the site of injury. 

Riggs,” in discussing the problems of tall men, does 
not mention any disease to which such persons are par- 
ticularly subject but mentions in detail their numerous 
physical discomforts. Neuhof * discusses many case his- 
tories of venous thrombosis. He refers to obesity as play- 
ing a part in the etiology but does not mention the height 
of any of his patients. 
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I have seen hundreds of patients with all types of 
venous thromboses, but the first patient to describe the 
creeping of the thrombus up the leg and thigh with 
disappearance and immediate onset of chest pain was 
the patient described in case 1. This sensation may 
conceivably be ascribed to the movement of a large 
clot distending a vein. The blocking of the common iliac 
vein by the adherence of the old thrombus to the wall, 
thereby preventing the passage of subsequent large clots, 
may have prevented fatal pulmonary embolism in this 


case. 
SUMMARY 


Six tall patients with a particularly dangerous type of 
venous thrombosis are reported; pulmonary embolism 
occurred in five of them. These patients were all between 
6 ft. (183 cm.) and 6 ft. 3 in. (191 cm.) in height. 
The venous thrombosis occurred spontaneously in four 


Summary of Data on Six Tall Men with Venous Thrombosis in the Legs 


Tobacco 
Case ht, Smoking 
No. Age Height Lb Occupation Habits 


Draftsman Pipe 


History 
Thrombophlebitis 1945 
and 1947; in 1948 super- 
ficial and deep throm- 
bophlebitis rt. leg and ming; m 
pulm. embolism; throm- 


Strain or Trauma 

Strain before each 
episode; carried 
heavy box: swim- 


Treatment 


Anticoagulants: 
rt. common iliae 
and It. ext. iliac 
vein ligations 


Remarks 


Anticoagulants in- 
adequate; pulm. 
embolism 


furniture 


bophlebitis It. leg 1949 


2 38 re 208 Merehant 20 cigarets Left leg thrombophle- None known Rt. common iliae Anticoagulants in- 
daily bitis and pulm. em- vein ligation; adequate; pulm. 
bolism in 1945; rt. leg anticoagulants embolism 
thrombophlebitis and for rt. phlebitis. 
pulm. embolism 1946 Pulm, embolism: 
It. iliae vein 
ligation 
3 49 rr 205 Merchant 20 cigarets Phlebitis rt. leg, pulm. Drove 3,000 mi. Bilateral common Pulm. embolism 
daily embolism in 1947; phle- before first femoral vein liga- 
bitis It. leg a month venous throm- oo anticoagu- 
later bosis lant 
4 46 6’ 2” 218 Furniture No tobacco _ Bilateral thrombophle- None known Siheteent super- Pulm. embolism 
Salesman bitis and pulm. em- ficial femoral 
bolism Sept., 147 _ vein ligation, 
bishydroxycou- 
marin and tetra- 
ethylammonium 
chloride 
5 47 6’ 1,” 245 Salesman 20 cigarets Fell on back Oct., 1948; Fall on back 3 mo. Anticoagulants; Anticoagulants in- 
daily rt. thrombopnisbitis prior to vein rt. common iliae adequate; pulm. 
Jan., 1949; pulm. em- thrombosis ve.a ligation embolism 
bolism 
6 41 6’ 214” 195 Lawyer Occasional Bilateral thrombophle- Tennis and horse- Anticoagulants 
cigaret bitis 1925, after fall; back riding 


leg ulcers until 1947; 
phlebitis rt. leg 1949; 
absent left dorsalis 


pedis pulse 


In one of my patients a diagnosis of thromboangiitis 
obliterans was considered but was thought to be unlikely 
(case 6 in table). This differential diagnosis must be 
considered when arterial occlusion is present along with 
venous thrombosis in a male patient. Pulmonary embo- 
lism, although extremely rare, has been reported in 
thromboangiitis obliterans when deep vein thrombosis 
has occurred (Kahn*). It may therefore be important 
that such patients stop smoking. One of the six patients 
in this series of six cases seems unlikely, in view of the 
frequently. The diagnosis of thromboangiitis obliterans 
in this series of six cases seems unlikely, in view of the 
fact that in most of them the disease consisted almost 
entirely of vein thrombosis with repeated loose clots. It 
would appear more likely that vein clots developed in 
these patients because of their unusual height and because 
of some strain imposed on their venous system, and per- 
haps, also, because of some factor tending toward in- 
creased coagulability of the blood. 


of them after strain of one type or another. This may be 
a form of “effort” thrombosis in the legs. 

It appears that venous thrombosis may develop in the 
legs of tall persons as a result of factors that are not pres- 
ent in persons of lesser height. Venous thrombosis in tall 
persons is more likely to result in pulmonary emboli. 
In three of the patients pulmonary infarction was the 
first symptom. In three, heparin and bishydroxycou- 
marin (dicumarol*) alone were not effective in prevent- 
ing embolism. Iliac or femoral vein ligation appears to 
be the desired treatment in these patients. 


2034 Spruce St. (3). 


1. Chapman, E. M., and Linton, R. R.: Mode of Production of 
Pulmonary Emboli, J. A. M. A. 129: 196-197 (Sept. 14) 1945. 

2. Riggs, F. B.: Tall Men Have Their Problems Too, 23 Coolidge 
Hill Road, Cambridge 38, Mass.. F. B. Riggs. 1943. 

3. Neuhof, H.: Venous Thrombosis and Pulmonary Embolism, Mount 
Sinai Hospital Monograph No. 2, New York, Grune & Stratton, 1948, 
p. 159. 


4. Kahn, J. W.: Thrombophlebitis of Deep Veins in Thromboangiitis 
Obliterans, Surg., Gynec. & Obst. 83: 449-452 (Oct) 1946. 
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WESTERN REGIONAL COOPERATION IN HIGHER EDUCATION 


Ward Darley, M.D., Denver 


The application of the idea of regional cooperation in 
higher education to the western part of this country was 
first suggested at the 1947 meeting of the western division 
of the American Public Health Association by Dr. Flor- 
ence Sabin. A resolution supporting the principle of such 
cooperation was passed at this meeting. In December, 
1948, the governors of Utah, New Mexico, Wyoming, 
and Colorado sponsored an informal discussion of the 
matter in Denver. One year later, the idea was officially 
taken up by the Western Governors’ Conference,’ with 
the result that the following statement was adopted: 

“It is the consensus of the Western Governors’ Con- 
ference: 

“1. That the future of the country and of the western 
states is dependent upon the quality of the education of 
its youth; 

“2. That all of the states individually and alone do not 
have sufficient numbers of potential students to warrant 
the establishment and maintenance of adequate facilities 
in all of the essential fields of technical, professional, and 
graduate training; nor do all of the states have the finan- 
cial ability to furnish within their borders institutions 
capable of providing acceptable standards of training in 
all of the fields mentioned above; and 

“3. That the western states, or groups of such states 
within the region, cooperatively can provide acceptable 
and efficient educational facilities to meet the needs of 
the region and of the students thereof. . 

“The Western Governors’ Conference believes that a 
cooperative plan among the western states is necessary 
and desirable and should be developed to provide more 
extensive facilities and training for the students of this 
region. 

“To this end, the Chairman of the Western Governors’ 
Conference is directed to appoint a committee to develop 
such a plan and to submit it to the next meeting of the 
Western Governors’ Conference for its consideration and 
for such action as it deems wise.” 

In keeping with the last paragraph of this statement, 
Gov. Earl Warren of California, chairman of the confer- 
ence, appointed Governors Lee Knous of Colorado, A. 
G. Crane of Wyoming, Thomas Mabry of New Mexico, 
C. A. Robins of Idaho, and Arthur B. Langlee of Wash- 
ington as the special committee to work out the assign- 
ment. Two technical committees were established. The 
first was to study and report on the area’s needs for pro- 
fessional! and technical personnel and on the educational 
opportunities available for the satisfaction of these needs. 
In addition, it was to develop a plan that would permit 
coordination of the area’s educational resources in the 
most economical and effective manner possible to the end 
that the needs for both personnel and educational oppor- 


From the University of Colorado Medical Center. 

Read before the Forty-Eighth Annual Congress on Medica! Education 
and Licensure, Chicago, Feb. 11, 1952. 

1. Arizona, California, Colorado, Idaho, Montana, Nevada, New Mexico, 
Oregon, Utah, Washington, and Wyoming, and the territories of Alaska 
and Hawaii were represented. 

2. S. J. Resolution 99, Aug. 31, 1951, 82nd Congress, first session. 


tunities might be more adequately met. It was decided 
that initial consideration was to be limited to the fields 
of dentistry, medicine, public health administration, and 
veterinary medicine. Subcommittees were assigned the 
task of gathering and organizing data that were pertinent 
to each of these areas. 

The second technical committee, made up of the state 
and territorial attorneys general, was to prepare a legal 
instrument compatible with the provisions of the plan 
and also with the several state and territorial constitu- 
tions. The reports and documents worked out by the 
Southern Governors’ Conference were invaluable to the 
work of these two technical committees. 

After many meetings of small working groups as well 
as of the two principal technical committees, the special 
committee of governors was given a detailed report and a 
carefully considered plan that was presented to and ac- 
cepted by the Western Governors’ Conference at its 1950 
meeting. The staff of the Council of State Governments 
prepared an excellent synopsis of the report and proposed 
plan that the governors could present for the consider- 
ation of their respective legislatures, all of which met 
during the winter of 1951. The plan provided that when 
the proposed compact had been accepted by five states 
it would become operative, and, during the legislative 
sessions of 1951, five states, Colorado, Montana, New 
Mexico, Utah, and Oregon, took the necessary action, 
and the way was cleared to activate the plan. In the 
meantime, a resolution * approving the compact has been 
introduced into the United States Senate. This has not 
yet been acted on. 

The detailed studies of personnel and educational 
needs, although of extreme interest and importance to 
the states and territories concerned, are not necessary to 
this review. It is sufficient to say that they strongly justi- 
fied the institution of a plan for regional cooperation. 
The plan, as reflected in the compact, is similar to the one 
worked out by the Southern Governors’ Conference. The 
compact established a western interstate commission of 
higher education made up of three commissioners ap- 
pointed by the governor of each compacting state and 
territory. The commission elects its own chairman and 
vice-chairman from among its members and has broad 
powers to set up committees, employ a secretariat, and 
select its base of operations. At the commission’s first 
meeting, Dean O. Meredith Wilson of the University of 
Utah was selected as chairman and president, and 
Thomas L. Popejoy of the University of New Mexico 
was selected as vice-chairman. Relying on its broad 
powers, the commission established an executive com- 
mittee consisting of one representative from each 
compacting state, with the chairman and vice-chairman 
representing their respective two states. As yet, the com- 
mission is without funds for the financing of its oper- 
ations. As a consequence, the Council of State Govern- 
ments, through its San Francisco office, is currently 
serving as the secretariat. In the meantime, the secretariat 
and special subcommittees are gathering additional 
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needed data and are working out the details of bylaws 
and other necessary procedural machinery. 

The work of the commission fs to be financed by two 
types of legislative appropriations: the first type, a basic 
appropriation equal in amount for each state, is to finance 
the routine executive activities of the commission; the 
second type is an appropriation that will vary in amount, 
depending on the quantity of educational service each 
compacting state or territory wishes to purchase. Two of 
the compacting states have appropriated their share of 
the administrative cost. It is anticipated that the others 
will make their contributions within the next year and 
that the commission will be in full operation by the fall 
of 1953. 

The functions of the commission are implied in the 
1949 resolution of the Western Governors’ Conference 
and are spelled out in the compact that is being adopted 
by the interested states and territories. The compact 
provides as follows: 

*... the Commission may enter into contractual agree- 
ments 

“(a) with the governing authority of any educational 
institution in the Region, or with any compacting state 
or territory, to provide such graduate or professional 
educational services upon terms and conditions to be 
agreed upon between contracting parties, and 

“(b) with the governing authority of any educational 
institution in the Region or with any compacting state 
or territory to assist in the placement of graduate or pro- 
fessional students in educational institutions in the 
Region providing the desired services and facilities, upon 
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such terms and conditions as the Commission may pre- 
scribe.” 

The compact further provides: “It shall be the duty of 
the Commission to undertake studies of needs for pro- 
fessional and graduate educational facilities in the 
Region, the resources for meeting such needs, and the 
long-range effects of the compact on higher education; 
and from time to time to prepare comprehensive reports 
on such research for presentation to the Western Gover- 
nors’ Conference and to the legislatures of the compacting 
states and territories.” 

I have simply outlined the main points in the develop- 
ment, organization, and program of the Western Regional 
Commission for Higher Education. More details can be 
gleaned from a brochure published by the Council of 
State Governments * and from a recent article in the 
December, 1951, issue of State Government, by Mary 
M. Condon, superintendent of public instruction for the 
state of Montana. 

In closing, it should be emphasized that the interstate 
compact described in this paper is entirely independent 
of the arrangements in the interests of undergraduate 
medical education that are currently in operation between 
the Universities of Colorado, Wyoming, and New 
Mexico. These agreements will probably continue until 
they can be displaced by the activities of the Western 
Interstate Commission for Higher Education. 


4200 East 9th Ave. 


3. Western Regional Cooperation in Higher Education, January 1951, 
Council of State Governments, Chicago. 


4. Published monthly by the Council of State Governments. 


USE OF N-ALLYLNORMORPHINE IN TREATMENT OF METHADONE 
POISONING IN MAN 


REPORT OF TWO CASES 


H. F. Fraser, M.D., Abraham Wikler, M.D., A. J. Eisenman, Ph.D, 


Harris Isbell, M.D., Lexington, Ky. 


The treatment of acute narcotic poisoning (from mor- 
phine and related compounds and meperidine and meth- 
adone) has heretofore been largely symptomatic and 
supportive, since the analeptic drugs available were not 
specific antidotes for morphine. In 1943, Unna? re- 
ported that N-allylnormorphine, a morphine derivative 
in which the methyl group had been replaced by an allyl 
group, antagonized most of the actions of morphine in 
experimental animals. Unna’s results were confirmed by 
Hart and McCawley.* Later, Huggins, Glass, and Bryan,* 
and Smith, Lehman, and Gilfillan* observed that N-allyl- 
normorphine protected dogs against the respiratory de- 
pression induced by methadone, a synthetic analgesic 
with morphine-like action that does not resemble mor- 
phine in chemical structure. 

Since there has been only one report ** of the use of this 
specific antidote in the treatment of narcotic poisoning 
in man, it was thought desirable to record two cases of 


acute methadone poisoning in which N-allylnormorphine 
apparently induced spectacular and, possibly, life-saving 
effects. 


Case 1.—A 33-year-old healthy Negro weighed 183 Ib. (83 
kg.). He had been addicted to heroin but had been abstinent from 
all opiates for 38 days. In the course of experiments for which 
he had volunteered, he received an intravenous injection of 20 
mg. of methadone hydrochloride at 8:30 a. m. and another at 
1:30 p. m. The latter injection induced nausea and weakness, 
followed by sedation, which progressed to deep sleep at 4:30 
p. m. At 6 p. m. the patient was comatose and could not be 
aroused by vigorous manual stimulation. The respiratory rate 


N-Ailylnormorphine Hydrochloride was supplied by Merck & Company, 
Inc., Rahway, N. J. 

From the Addiction Research Center, National Institute of Mental 
Health, Public Health Service Hospital. 

1, Unna, K.: Antagonistic Effect of N-Allyl-Normorphine upon Mor- 
phine, J. Pharmacol. & Exper. Therap. 79: 27-31 (Sept.) 1943. 

2. Hart, E. R., and McCawley, E. L.: The Pharmacology of N-Allyl- 
normorphine as Compared with Morphine, J. Pharmacol. & Exper. Therap. 
$2: 339-348 (Dec.) 1944. 
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was 3 per minute, and the patient was cyanotic. Artificial respira- 
tion was carried out manually, but each time it was discontinued 
the patient’s respiratory rate dropped to 2 or 3 per minute. At 
6:40 p. m. the patient was given 375 mg. of nikethamide intra- 
muscularly, and an airway was inserted. There was no improve- 
ment following administration of the nikethamide. At 7 p. m. the 
patient was still comatose. The deep tendon, gag, and corneal 
reflexes could not be elicited; the pupils were slightly dilated; 
and the respiratory rate was 2 per minute. Rectal temperature 
was 35.8 C (96.44 F). The pulse was of good quality, and the 
rate was 75 beats per minute. 

The patient was then given 40 mg. of N-allylnormorphine 
hydrochloride intravenously.! Four minutes later the respiratory 
rate rose to 10 per minute, and 23 minutes after injection it was 
24 per minute. At this time the pulse rate was 100, and the 
pupils became very constricted. Seventy minutes after adminis- 
tration of N-allylnormorphine, the patient was very drowsy but 
could be aroused by vigorous stimulation. Shortly afterward, he 
walked with assistance. Subsequently, he complained of impaired 
hearing, but his recovery was progressive and uneventful. 

The eosinophil count at 7:35 p. m. was 12 cells per cubic 
millimeter, and at 10:45 p. m. there were no cells. The eosinophil 
count remained at zero for 20 additional hours and gradually 
returned to a normal count of 269 eosinophils 60 hours after ad- 
ministration of N-allylnormerphine The electroencephalogram, 
24 hours after the first dose Uf methadone, showed continuous 
nonrhythmic low-to-moderate voltage slow dysrhythmia (4 to 6 
cps) interspersed with short alpha rhythms. A subsequent elec- 
troencephalogram 40 days later showed a similar record, except 
that the alpha frequency was 10 to 12 cps, whereas in the 
original electroencephalogram it was 8.5 to 10 cps. 

Concurrently, another healthy Negro received 20 mg. of 
methadone intravenously from the same bottle, first at 8:30 a. m. 
and again at 1:30 p. m. He showed no unusual response. The 
contents of this bottle were analyzed for chloride, and the 
amount was found to check with the concentration of methadone 
described on the label. 


Case 2.—A 30-year-old healthy Negro weighed 156 Ib. (70.76 
kg.). He had been addicted to heroin but had been abstinent for 
150 days. In the course of experiments, in which he was par- 
ticipating voluntarily, he received an intravenous injection of 
20 mg. of methadone hydrochloride at 5:25 p. m., with no un- 
usual reaction. At 8:10 a. m. the next morning, although he was 
showing some signs of methadone effects, he was given 30 mg. 
of methadone intravenously. The patient showed heavy sedation 
during the following hour. At 9:45 a. m. he became unconscious 
and could not be aroused. At 10:10 a. m. he was comatose and 
did not respond to vigorous manual stimulation. The deep tendon, 
gag, and corneal reflexes could not be elicited, and respiration 
was shallow and extremely irregular, at a rate of 12 per minute. 
The patient was cyanotic; the heart rate was 110 per minute; and 
the pulse was strong. The rectal temperature was 36.1 C (96.98 
F), and the pupils appeared to be normal in size. 

At 10:12 a. m. he was given 25 mg. of N-allylnormorphine in- 
travenously. Three minutes later, respiration became regular and 
increased in depth, although the rate was not greatly altered. 
Without other stimulation the patient raised up on his elbows 
and grunted. Five minutes after receiving N-allylnormorphine, 
all reflexes had returned, the patient was completely conscious, 
able to answer questions intelligently, and was no longer cya- 
nosed. He was frightened and did not want the attendant to 
leave him. He shivered for about one hour. Respiratory rate and 
depth were well maintained thereafter, and there was no signifi- 
cant change in pupillary size. 

By 2 p. m. it was difficult to keep patient aroused, so he was 
given an additional 10 mg. of N-allylnormorphine subcutaneous- 
ly. This dose was repeated at 3:10 p. m. Recovery thereafter was 
progressive. The eosinophil count was 19 at 12 o'clock, 0 at 
5 and 9 p. m., and 163 at 8 a. m. the following morning. The 
pattern of the electroencephalogram at 2 p. m. was that usually 
associated with deep sleep, and it was not until after the last 
10 mg. dose of N-allylnormorphine was administered that the 
electroencephalographic pattern changed spontaneously to that 
characteristic of the waking state. 

Another Negro received 30 mg. of methadone hydrochloride 
intravenously from the same bottle at 2 p. m. and 30 mg. at 
8 a. m. the next morning. He showed no unusual reaction. The 
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contents of this bottle were analyzed for nitrogen, and the 
amount was found to check with the concentration of methadone 
described on the label. 


COMMENT 

The doses of methadone hydrochloride administered 
to these patients were, admittedly, large and, of course, 
far greater than those used in ordinary clinical practice; 
however, in the course of various experiments, equally 
large doses have been administered to more than 100 
white males, and to 10 Negro males not mentioned 
above. All had been addicted to opiates but were ab- 
stinent and not tolerant to opiates at the time the meth- 
adone was administered. No coma or serious respiratory 
depression appeared in any instance. 

In the two cases reported, the differences in the effects 
on the different persons probably cannot be ascribed to 
the erroneous administration of larger doses of meth- 
adone than those ordered. A careful audit of the records 
showed that the amounts of solution given were correct, 
and a chemical analysis of both bottles revealed that the 
concentrations of the methadone solutions were those 
specified on the labels. It is noteworthy that both cases 
of poisoning occurred after the administration of two 
doses of methadone hydrochloride. In case 1, 5 hours 
had elapsed between the doses, and in case 2, almost 15 
hours had elapsed. It is of interest that signs of persistent 
methadone effect were observed in case 2 before the sec- 
ond dose was administered. Both cases illustrate the long 
period of action of methadone in man, an action that 
leads to cumulative effects when more than one dose is 
administered in 24 hours.°® 

There is no question but that N-allylnormorphine pro- 
duced a spectacular reversal of the methadone-induced 
depression in both these cases. The response was very 
nearly analagous to that observed in experimental ani- 
mals." Both patients were comatose and could not be 
aroused, and both were completely without reflexes. 
Respiratory depression was severe, and cyanosis was evi- 
dent in both. The pupils were not constricted in either 
patient, as would have been expected in mild methadone 
poisoning. The dilatation of the pupils in case 1, as well 
as the normal size of the pupils in case 2, was probably 
due to anoxia. The total clinical picture was that asso- 
ciated with serious poisoning, especially since the corneal 
and gag reflexes could not be obtained. Absence of the 
corneal and gag reflexes is regarded as an ominous sign 
in narcotic poisoning. The severity of the depression was 
also indicated by the low eosinophil count, which proba- 
bly reflected activation of the adrenal cortex in response 
to the anoxia. 

In spite of the seriousness of the clinical picture, there 
was marked improvement in respiration within three to 


3. Huggins, R. A.; Glass, W. G., and Bryan, A. R.: Protective Action 
of N-Allyl-Normorphine Against Respiratory Depression Produced by 
Some Compounds Related to Morphine, Proc. Soc. Exper. Biol. & Med. 
75: 540-541 (Nov.) 1950. 

4. Smith, C. C.; Lehman, E. G., and Gilfillan, J. L.: Antagonistic 
Action of N-Allyl-Normorphine upon the Analgetic and Toxic Effects of 
Morphine, Methadone Derivatives and Isonipecaine, Federation Proc. 
10: 335-336 (March) 1951. 

4a. Eckenhoff, J. E.; Elder, J. D., Jr., and King, B. D.: N-Allyl-Nor- 
morphine in the Treatment of Morphine or Demerol Narcosis, Am. J. M. 
Sc. 223: 191-197 (Feb.) 1952. 

5. Isbell, H., and others: Liability of Addiction to 6-Dimethylamino- 
4-4-Diphenyl-3-Heptanone (Methadon, “Amidone’’ or ‘10820"’) in Man: 
Experimental Addiction to Methadon, Arch. Int. Med. 82: 362-392 (Oct.) 
1948. 
6. Huggins.* Smith.* 
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four minutes after intravenous administration of N-allyl- 
normorphine. Consciousness was regained in case 2 in 
5 minutes, and in case 1 in 70 minutes. Unless N-allyl- 
normorphine had been given, one would have expected 
that both patients would have remained in coma, with 
depressed respiration, for at least several hours. In fact, 
if N-allylnormorphine had not been available, both pa- 
tients might have died. In a case cited by Bieter and 
Hirsh,’ a patient who received 50 mg. of methadone in 
divided doses over a six hour period gradually became 
unconscious 8 to 14 hours after the last dose of meth- 
adone was administered. Despite supportive treatment, 
this patient died in shock. 

N-allynormorphine is the ideal analeptic for the treat- 
ment of acute narcotic poisoning. It is effective in small 
doses, and it does not produce in man the convulsions 


GEOTRICHUM—KALISKI ET AL. 1207 


that may occur if nikethamide or pentylenetetrazole 
(metrazol®) is used. The effect of N-allynormorphine is 
well sustained (two to three hours) as compared with the 
transient effects of nikethamide and pentylenetetrazole. 
The proper dosage of N-allylnormorphine for narcotic 
poisoning in man has not been established accurately. 
Until further information is available, patients should 
probably not be given more than 40 mg. of N-allyinor- 
morphine in any single dose, since this drug is not entirely 
devoid of toxic properties. 


SUMMARY 
Two cases of methadone hydrochloride poisoning are 
reported in which relief of toxic symptoms was obtained 
by administration of N-allylnormorphine. 


7. Bieter, R. N., and Hirsh, S. A.: Methadone ll Internal Medicine, 
Ann. New York Acad. Sc. 51: 137-144 (Nov. 1) 1 


GEOTRICHUM IN BLOOD 


STREAM OF AN INFANT 


S. R. Kaliski, M.D., Mary L. Beene, M.S., San Antonio, Texas 


Lida Mattman, Ph.D., Detroit 


Geotrichosis, an infection rarely mentioned in the 
United States, is probably commoner than realized. 
Europe and certain South American countries have been 
aware of the fungus Geotrichum for many years and 
have reported its varying types of pathogenesis. There is 
increasing evidence that it will be found oftener in the 
United States when clinicians and laboratories become 
aware of its characteristics. 

In France, Brumpt,! in an excellent summary of 
Geotrichum infections, listed 20 species reported by 
various writers. Reeves,” in the southern United States, 
reported 79 cases of bronchomycoses, two of which 
were geotrichosis. He stated that in geotrichosis the 
chest roentgenogram resembles that of chronic tubercu- 
losis, with heavy studding along the bronchi and frequent 
cavitation. Kunstadter and Milzer * consider Geotrichum 
of sufficient importance to include Geotrichum extract 
with routine skin tests for detection of mycotic infections. 

One of the most detailed discussions of this disease is 
that by Magalhaes,* who reported extensive experience 
with pulmonary geotrichosis in Brazil. He found that 
geotrichosis of the lung resembles other conditions, such 
as tuberculosis, pulmonary syphilis, and various pul- 
monary mycoses. He divided Geotrichum cases into 
chronic and acute types. The acute form may be compli- 
cated by mycemia, which is capable of causing death 24 
hours after onset. The organism has been found in every 
part of the body, including cells of the myocardium. 
Magalhaes found that potassium iodide was an effective 
therapeutic agent, occasionally proving beneficial even 
when fluid had developed in the chest, and there was 
enlargement of the liver and spleen and joint swelling. 
Magalhaes * cited the work of Labanio, in Brazil, who 
found that 4.0 to 8.8% of lung infections were tubercular 
and 1.0 to 1.5% were of Geotrichum etiology. 

Primary Geotrichum infections have been reported in 
numerous parts of the body. Geotrichosis of the skin ° 


anc the interdigital areas ° has been observed. Cortese ‘ 
found Geotrichum in cultures and tissue sections from 
a patient with tonsillitis, and Almeida and Lacaz ®* re- 
ported the isolation of this organism in pure cultures 
from ulcerative lesions of the rectum. One case of geotri- 
chosis of the conjunctiva was described by Maestro.’ The 
patient, who responded to prolonged iodine therapy, had 
a bulbar conjunctivitis with a pseudomembrane. Kun- 
stadter, Pendergrass, and Schubert '° studied two cases 
of chronic bronchitis considered to be of Geotrichum 
etiology, and five cases of pulmonary geotrichosis have 
been seen by Smith '' in North Carolina. The intestine 
is Known to harbor Geotrichum frequently. Golay and 
Wyss-Chodat '* found Geotrichum link in the intestines 
of 53.3% of psoriasis cases and in only 3% of persons 
without psoriasis. They speculated as to its role in this 
condition. Spontaneous gastritis in white mice, due to 
Geotrichum: link, was reported by Magarinos Torres, 
Aréa Leao, and Salles.'* 


From Santa Rosa Hospital, San Antonio (Dr. Kaliski and Mary Beene); 
Assistant Professor of Bacteriology, College of Liberal Arts, Wayne Uni- 
versity, Detroit (Dr. Mattman). 

1. Brumpt, E.: Précis de parasitologie, ed. 5, Paris, Masson et Cie, 
vol. 2. 

. Reeves, R. J.: The Incidence of Bronchomycosis in the South, Am. 
J. 45: 513, 1941. 

3. Kunstadter, R. H., pie Milzer, A.: Incidence of Mycotic Infections 
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There is much to support Castellani’s '* generaliza- 
tion that Geotrichum infections are clinically identical 
with those of Monilia and that they may be severe and 
fatal. As is true of Monilia, Geotrichum may be playing 
a harmless, saprophytic role when found in the lungs 
and should not be considered significant in sputum unless 
found in large numbers in repeated fresh specimens. 

A description of the morphology and cultural char- 
acteristics of Geotrichum is given in several textbooks, 
manuals, and journal articles.’* One of the most useful is 
the account in the Manual of Clinical Mycology.'® 


REPORT OF A CASE 


E. V., a 2-month-old Latin-American male, was admitted to 
the pediatric service of the Santa Rosa Hospital, Dec. 4, 1946, 
with the chief complaint that he was thin and did not gain weight. 
The informant, a paternal aunt, said that the child had been ill 
since birth. He had an occasional cold accompanied by cough. 
He had taken an evaporated milk formula well. The stools were 
soft and yellow and followed each feeding. The child did not 
vomit and slept well. He voided normally. He had been de- 
livered at home by a midwife. He lived in a four room house 
with six persons, including the paternal grandparents. There were 
two siblings, aged 3 years and 14 months, respectively, in appar- 
ently good health. Familial diseases, such as_ tuberculosis, 
diabetes, cancer, or other chronic or wasting illnesses were not 
disclosed; later, however, it was learned that the mother had 
died of tuberculosis 27 days after the infant's birth. 


Physical Examination.—The infant weighed 3.7 kg. His tem- 
perature was 98.0 F, pulse rate 130, and respiration 32 per 
minute. He was emaciated, dehydrated, and the sucking pads 
were prominent. He cried lustily when disturbed. There were 
no detectably enlarged superficial lymph nodes. The anterior 
fontanel was sunken. The lips were cherry red. The conjunctivas 
were moderately injected. The pupils were equal and regular 
and reacted to light. Both tympanic membranes were dull, giv- 
ing a poor light reflex, but they did not bulge. The nostrils con- 
tained some dried crusts, and the nasal mucosa and the tongue 
were dry. The pharynx was moderately hyperemic but otherwise 
normal. The lungs were normal on auscultation and percussion. 
The heart was normal as to rate, rhythm, and absence of ad- 
ventitious sounds. There was a smail umbilical hernia, and the 
abdomen was moderately distended. No masses or enlarged vis- 
cera could be palpated. The genitalia were normal. No patho- 
logical reflexes could be elicited. 

Laboratory Data.—The urine was acid and contained 1+ 
albumin. Microscopic examination revealed numerous coarse 
granular casts, a few fine granular casts, several pus cells, and 
an occasional red blood cell per high power field. The blood 
cell count on admission was hemoglobin 7.4 gm., red blood cells 
3,500,000, leukocytes 8,250, of which 91% were polymorpho- 
nuclear neutrophils, 8% lymphocytes, and 1% monocytes. Two 
days later, the blood cell count was hemoglobin 6.5 gm., red 
blood cells 3 million, leukocytes 4,600, of which 71% were 
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polymorphonuclear neutrophils, 27% lymphocytes, 1% mono- 
cytes, and 1% eosinophils. A rectal swab culture was negative 
for pathogenic organisms. The tuberculin patch test (Volmer) 
was positive. 

A specimen of blood obtained by sternal puncture the day 
before the child’s death was cultured for fungi, since histoplas- 
mosis had been suspected before the tuberculin test was in- 
terpreted. Cultures of the blood on dextrose agar slants, 
Sabouraud’s agar, and in cooked meat broth all showed heavy 
growth of a yeast at 48 hours. This was later identified as 
Geotrichum by Dr. Norman Conant of Duke University. The 
most interesting aspect of the blood examination at this time 
was the finding of yeast hyphae in direct blood smears; many 
of these were the rectangular cells typical of Geotrichum. 

Hospital Course.—The first three days the infant took his 
formula well and had three to four small, soft, yellow stools 
daily. His temperature was normal most of the time, but rose 
to 101.2 F once daily. He did not vomit. On the fourth day, the 
day he died, he took small quantities of his formula slowly. His 
abdomen became distended, and his breathing was difficult. 

Necropsy.—The body was that of a male Mexican infant, 
3,175 gm. in weight, of normal development but malnourished, 
emaciated, and dehydrated. The pupils were dilated; the buccal 
mucosa was pale. Rigor mortis was absent. There were no en- 
larged superficial lymph nodes. There was a paucity of sub- 
cutaneous fat. The thoracic and abdominal muscles were normal. 
In the peritoneal cavity, there was a small amount of clear, 
straw-colored fluid but no gas. The omentum was thin and scant. 
The surfaces of the liver and spleen were studded with miliary 
“tubercles.” The abdominal viscera were normal in position, as 
was the height of the diaphragm. The pleural cavities contained 
a small amount of clear, straw-colored fluid, but there were no 
adhesions. The pericardial cavity also contained a small amount 
of clear, straw-colored fluid, but no adhesions. The thymus was 
normal in size. The mediastinal lymph nodes were enlarged. 
Both lungs contained innumerable miliary “tubercles.” The heart 
was grossly normal. The spleen was normal in size, studded 
with “tubercles,” and its cut surface was wet. The liver was en- 
larged and firm. The cut surfaces revealed miliary “tubercles” 
scattered throughout the entire tissue. The gastrointestinal tract 
was normal, as was the pancreas. The left adrenal gland ap- 
peared normal, but the right adrenal gland contained a single 
grossly demonstrable “tubercle.” The kidneys were grossly nor- 
mal. There was slight engorgement of some of the cerebral ves- 
sels, but the brain and meninges were otherwise normal. 

Microscopic Examination.—The liver showed cloudy swell- 
ing, with many instances of “tubercle” formation. There were 
giant cells, with peripherally arranged nuclei scattered through- 
out the tissue. Sections of the spleen revealed congestion and 
miliary “tubercles.” Sections of the lungs revealed areas of 
edema, hyperemia, and invasion by inflammatory cells. Miliary 
“tubercle” formations were noted, with giant cells of Langerhans 
type in the peripheral areas. The centers of some of the “tuber- 
cles” showed necrosis and cystic changes. The kidneys showed 
cloudy swelling with engorgement of blood vessels. Both adrenals 
showed areas of focal necrosis. 


The initial site of Geotrichum infection leading to 
hematogenous spread was not found, which is not sur- 
prising in view of the numerous possible sites mentioned 
in the literature and the gross pathological areas occa- 
sioned by the numerous tubercles. Lung sections were 
studied repeatedly and, although acid fast bacilli were 
abundant, no yeast cells were seen. 


COMMENT 

Obviously, it is difficult to comment on the role played 
by the fungus in this case. The occurrence of Geotrichum 
with the tubercle bacillus in the lungs has been previously 
reported.'’ The literature contains numerous instances 
of fungus-tubercle bacillus associations,'* and it is usually 
assumed that the tubercle bacillus prepares the lung for 
invasion by the fungus. 
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Reports of tuberculosis existing with fungi other than 
Geotrichum are more numerous. Blastomycosis with 
tuberculosis has been reported by Ferris,'? Wade and 
Bel,*’ Montgomery and Ormsby,*! and Hektoen.** Hek- 
toen described a case of dermal blastomycosis associated 
with pulmonary tuberculosis; the infections were dis- 
tinct, with only one organism isolated from each site. 
Rappaport and Kaplan ** reviewed reports of several 
cases of combined torular and tubercular infections, in 
addition to their own case. Coexisting tuberculosis and 
coccidioidomycosis has been described by Cherry and his 
associates.*! 

Some statistical data on the frequency of tuberculosis 
mycosis can be found in the reports of Almeida and 
Lacaz ** working in Sao Paulo, Brazil, who found that, 
of 488 cases of mycotic infection, 4.09% were associated 
with tuberculosis. The case here reported emphasizes 
that the isolation of one pathogen does not preclude the 
existence of another in the same person. Simultaneous 
infection with two or more fungi in 42 cases has been re- 
viewed by Muskatblit.*® 
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SUMMARY 


A case of geotrichosis complicating miliary tubercu- 
losis is described. To the authors’ knowledge, this is the 
first case reported from North America in which Geo- 
trichum was found in the blood stream. 
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A NEW SIGN 


IN DISSECTING ANEURYSM OF 


AORTA 


PULSATION OF A STERNOCLAVICULAR JOINT 


R. Bruce Logue, M.D. 


Clayton Sikes, M.D., Emory University, Ga. 


Although the syndrome of dissecting aneurysm of the 
aorta has recently been the subject of many accurate 
descriptions ' and can be diagnosed antemortem in a 
large percentage of cases,’ frequently one encounters 
great difficulty in distinguishing this syndrome from other 
catastrophic illnesses, particularly acute myocardial in- 
farction. Since 1946 one of us (R. B. L.) has noted the 
frequent occurrence of a new sign in dissecting aneur- 
ysm, which, if present, has been of help in distinguishing 
the two conditions, except when myocardial infarction 
occurred secondary to occlusion of the coronary arteries 
by the dissection. 

The clinical characteristics of dissecting aneurysm are 
well known and require little comment. Symptoms de- 
pend on the extent of aortic dissection and the particular 
aortic branches involved. The usual history is one of sud- 
den onset of tearing or crushing substernal pain, fre- 
quently radiating to the back, neck, shoulders, or epi- 
gastrium. Antecedent hypertension is common, and the 
blood pressure level is usually maintained during the 
acute episode, in contrast to acute myocardial infarction. 
Inequalities in blood pressure or pulse in branches of the 
innominate, carotid, or iliac arteries are often present. 
Hemiplegia resulting from involvement of the carotid 
arteries by the dissection may be the presenting finding, 
or the picture of renal infarction or mesenteric vascular 
occlusion may direct initial attention toward the abdo- 
men. Bizarre neurological complaints or findings, includ- 
ing paralysis or paresthesias of extremities, may occur 
secondary to shearing off of intercostal or lumbar nutri- 
ent arteries to the spinal cord by the process of dissec- 


tion. The occasional occurrence of aortic insufficiency 
following widening of the aortic commissures by the dis- 
section is well recognized and often helpful in diagnosis. 
More detailed description of the pathogenesis, clinical 
syndrome, and prognosis is available elsewhere.* 

If present, pulsation of either the right or left sterno- 
clavicular joint may be vigorous or minimal. This sign 
depends on the sudden fluctuating increase in superior 
mediastinal pressure resulting from acute expansion of 
the aorta. We have not seen this phenomenon associated 
with the chronic aortic enlargement occurring in hyper- 
tension. The presence of a basal diastolic murmur may 
cause confusion in the differentiation of aortic insuffi- 
ciency due to hypertension with a dilated aorta and that 
due to dissecting aneurysm. The presence of a pulsating 
sternoclavicular joint with aortic insufficiency, hyper- 
tension, and a dilated aorta has proved diagnostic of 
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dissecting aneurysm in our experience and does not occur 
in uncomplicated hypertension. Another entity that may 
simulate dissecting aneurysm is syphilitic aortic insuffi- 
ciency with chest pain due to coronary ostial dsease. We 
have not seen pulsation of a sternoclavicular joint in this 
condition. In the absence of this sign aortic enlargement 


Fig. 1 (Case 1).—Roentgenogram of the chest, demonstrating elongation 
and dilatation of aorta with extension beneath the sternoclavicular junc- 
tions, left ventricular hypertrophy, and pulmonary congestion. 


in hypertension and syphilitic aortic insufficiency must 
be differentiated on other grounds, but in the presence of 
pulsation of a sternoclavicular joint further diagnostic 
measures Or speculation have proved unnecessary. 

A pulsating joint has been of greatest value when pro- 
longed, severe chest pain has occurred in a hypertensive 
person, and serial electrocardiograms have not shown the 
expected changes of myocardial infarction. There is, of 
course, a small group of patients with myocardial infarc- 
tion in which diagnostic electrocardiographic changes 
do not occur. In this situation there may be difficulty in 
distinguishing between myocardial infarction without 
diagnostic electrocardiographic findings and dissecting 
aneurysm. If present, the pusating joint has proved diag- 
nostic of the latter condition in our experience. Addi- 
tional findings suggesting dissecting aneurysm after an 
episode of severe chest pain are (1) persistence of marked 
hypertension and (2) the prompt return of the blood 
pressure to excessive levels after transient shock. In dis- 
secting aneurysm the electrocardiogram frequently shows 
“left ventricular strain,” and this may cause confusion 
with the “subendocardial injury and ischemia” pattern 
seen occasionally in the initial stage of myocardial infarc- 
tion or with pulmonary embolism. Furthermore, transient 
coronary insufficiency, myocardial infarction, or peri- 
carditis may at times occur with dissection of the aorta. 
The occurrence of pulsating sternoclavicular joint in 
association with the electrocardiographic changes of the 
above conditions indicate that the underlying cause is 
dissecting aneurysm. 
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We have seen pulsating sternoclavicular joints in the 
following conditions other than dissecting aneurysm: 
(1) syphilitic aneurysm of the innominate, carotid, or 
subclavian arteries, (2) partial rupture of saccular aneu- 
rysm of the arch of the aorta, and (3) persistent right 
aortic arch. Normally the right aortic arch extends more 
cephalad than the left arch. 

The following cases illustrate the occurrence and im- 
portance of pulsating sternoclavicular joint in dissecting 
aneurysm. 

REPORT OF CASES 


Case 1.—E. W., an cbese 34-year-old housewife, was ad- 
mitted to Grady Hospital three hours after the onset of an acute 
episode characterized by severe substernal pain radiating down 
both arms, transient weakness of both legs and the right arm, 
and collapse. A similar but less severe episode had occurred two 
years previously, and at that time hypertension was discovered. 
Recovery had been uneventful. 

The most striking physical findings on admission included ab- 
sent pulse and blood pressure in the right arm and a pulsating 
left sternoclavicular joint. Blood pressure in the left arm was 
110/80 and remained at that level. Moderate delirium and mini- 
mal congestive heart failure was present, and electrocardiogram 
revealed acute subendocardial injury secondary to coronary in- 
sufficiency. Subsequent electrocardiograms revealed digitalis 
effect and nonspecific T wave abnormalities. Opiates were given 
with prompt relief. A bedside chest roentgenogram revealed pro- 
nounced widening of the descending aorta and arch, consistent 
with the admission diagnosis of dissecting aneurysm (fig. 1). 
An interesting laboratory finding was a fasting blood sugar of 
204 mg. per 100 cc., which subsequently returned to normal. 

The clinical course was fairly satisfactory during the next 
three weeks, although a recurrence of chest pain was noted on 
the second hospital day. After this, symptoms of congestive heart 
failure increased in severity, and the patient died suddenly on 
the 33rd hospital day. Autopsy confirmed the diagnosis of dis- 
secting aneurysm of the aorta involving, in addition, the innomi- 
nate, right subclavian, left common carotid, and the right renal 
arteries. The terminal event was rupture into the pericardial 
sac. There was no evidence of myocardial infarction. 


Fig. 2 (Case 2).—Roentgenogram of the chest, showing marked dilatation 
of the aorta with extension beneath the sternoclavicular junction, and left 
ventricular enlargement. 


Comment.—A clinical diagnosis of dissecting aneu- 
rysm was apparent here, and the presence of a pulsating 
sternoclavicular joint merely strengthened the initial im- 
pression. Old healed dissecting aneurysm occurring at 
the time of the first episode of chest pain two years pre- 
viously seemed possible but could not be proved at post- 
mortem examination. 
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Case 2.—J. H., a 73-year-old retired telegraph operator, had 
done well with treatment for long-standing hypertension and 
mild congestive heart failure prior to the onset of the present 
illness. While undergoing moderate exertion he complained of 
sudden severe precordial pain and immediately lost conscious- 
ness. He was given emergency treatment at home for shock and 
cyanosis and was transferred to Emory University Hospital. 


Fig. 3 (Case 3).—Roentgenogram of the chest, showing extensive dila- 
tation of the whole thoracic aorta and left ventricular enlargement. 


The patient had regained consciousness by the time he was ad- 
mitted to the hospital, and persistent chest pain was relieved with 
opiates. Physical examination revealed Cheyne-Stokes respira- 
tion, paralysis of the left arm, cardiac enlargement without 
murmurs, and blood pressure of 180/90. An electrocardiogram 
was consistent with acute subendocardial injury, and a diagnosis 
of acute myocardial infarction with either cerebral thrombosis 
or embolism was made. An electrocardiogram revealed a “left 
ventricular strain” pattern the next day, and he was seen in 
consultation on the third hospital day. Striking observations at 
that time were pulsation of the left sternoclavicular joint and a 
loud murmur of aortic insufficiency, which had not been de- 
scribed on admission. The diagnosis of dissecting aneurysm of 
the aorta was made, and treatment with anticoagulants was dis- 
continued. An x-ray of the chest revealed widening of the aorta 
and left ventricular hypertrophy (fig. 2). 

The patient died suddenly on the next day, and postmortem 
examination confirmed the diagnosis of dissecting aneurysm 
with terminal rupture into the pericardial sac. There was no 
evidence of myocardial infarction, but the dissection had caused 
narrowing of the right coronary artery. 

Case 3.—J. J., a 48-year-old Negro laborer, was admitted 
to the hospital two hours after the onset of sudden severe sub- 
sternal pain radiating to both shoulders and the epigastrium. 
Transient weakness of both legs occurred simultaneously. Past 
history was noncontributory. Examination revealed active pulsa- 
tion of the right sternoclavicular joint, blood pressure of 
180/100, normal peripheral arterial pulses, and moderate epi- 
gastric tenderness. Opiates relieved the pain. 

The electrocardiogram was consistent with “left ventricular 
strain.” The Kahn reaction was negative. A portable teleo- 
roentgenogram of the chest revealed decided widening of the 
ascending, arch, and descending thoracic aorta, consistent with 
the clinical diagnosis of dissecting aneurysm (fig. 3). 

The patient left the hospital on the fourth day and did not 
return for follow-up. 
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Comment.—sIn this instance the sign was again of diag- 
nostic importance in distinguishing between myocardial 
infarction and dissecting aneurysm. Portable roentgeno- 
grams are commonly not as helpful as in this case, be- 
cause of the normal distortion of aortic and cardiac size 
resulting from this technique. 


Case 4.—J. S.,4 a 62-year-old retired lawyer, had been under 
observation for moderate asymptomatic hypertension for five 
years. While in another city he experienced sudden onset of 
severe substernal pain radiating to the right shoulder and ac- 
companied by mild collapse and cyanosis. A diagnosis of myo- 
cardial infarction was made, although this was not confirmed 
by the electrocardiogram. He was kept in bed at home for five 
weeks. At the end of this time severe mid-back pain developed, 
which radiated to the left flank and testis. This was accom- 
panied by transient “paralysis of the legs” and hematuria. A 
diagnosis of renal lithiasis and colic was made, and symptoms 
subsided. One month iater he was admitted to Emory Univer- 
sity Hospital, after another attack of severe substernal pain 
accompanied by syncope, cyanosis, and transient paralysis of 
the left leg. 

The admission diagnosis was recurrent myocardial infarction. 
He was seen in consultation the next day, and a pulsating right 
sternoclavicular joint was noted. Blood pressure in the right arm 
was 110/100, as compared with 200/116 in the left. The right 
radial pulse was much decreased in magnitude. To and fro mur- 
murs were heard at the angle of the left scapula in addition to 
an aortic systolic murmur. Cardiac enlargement was present, 
and the electrocardiogram revealed a “left ventricular strain” 
pattern. A diagnosis of dissecting aneurysm of the aorta was 
made, and opiates for pain and bed rest were prescribed. Chest 
roentgenogram revealed a diffusely dilated aorta and left ven- 
tricular enlargement. 


Fig. 4 (Case 5).—Roentgenogram of the chest, demonstrating generalized 
cardiac enlargement, pulmonary congestion, and marked elongation and di- 
latation of the aorta, with extension beneath the sternoclavicular junctions. 


Clinical improvement was satisfactory, and the patient was 
discharged.-The aortic width increased slightly over the next 
several months, and a surgical wrapping procedure was con- 
sidered but was refused by the patient. Eighteen months after 
the initial episode of pain the patient died suddenly at home; 
permission for postmortem examination was not obtained. 


4. Patient of Dr. Joseph C. Massee. 
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Comment.—This case illustrates the usefulness of 
pulsating sternoclavicular joint as a clinical adjunct in 
the diagnosis of dissecting aneurysm. Other common 
features of dissecting aneurysm weré present and were 
initially confused with myocardial infarction, transient 
cerebrovascular accident and renal colic. Later it was 
though that all symptoms might be explained on the 
basis of extensive dissecting aneurysm. 


Case 5.—F. J., a 65-year-old Negro, was admitted to Grady 
Hospital in March, 1949, two hours after the onset, while he 
was sweeping, of crushing precordial pain radiating to the left 
shoulder. Prior to admission he had been treated for six months 
in the clinic for hypertensive heart disease and congestive heart 
failure, with excellent results. Blood pressure had been about 
180/120 mm. Hg. 

Admission blood pressure was 240/140 in both arms, and a 
pulsating right sternoclavicular joint was noted. Peripheral 
pulses were normal, and cardiac examination revealed moderate 
enlargement and a grade 2 mitral systolic murmur. The electro- 
cardiogram showed “left ventricular strain,” and a portable chest 
roentgenogram revealed diffuse widening of the arch and 
descending portions of the thoracic aorta and cardiac enlarge- 
ment consistent with long-standing hypertension (fig. 4). A clini- 
cal diagnosis of dissecting aneurysm was made. 

By the next day the blood pressure had fallen to the previous 
level of 180/120, and the Kahn reaction was reported as weakly 
positive. Left thoracentesis produced 200 cc. of serosanguinous 
fluid; pulmonary infarction was not noted in the roentgeno- 
gram. Recurrence of chest pain was noted on several occasions 
during the next three weeks. One observer described a soft mur- 
mur of aortic insufficiency during the second week, but this 
was not confirmed by others. Impaired renal function was at- 
tributed to nephrosclerosis, although dissection involving one or 
both renal arteries was considered. The patient was discharged 
in relatively good condition after six weeks. 

He was readmitted in December, 1950, 18 months later, 
because of pulmonary infarction. Cardiac compensation had 


METHYLANDROSTENEDIOL—KASDON ET AL. 


J.A.M.A., April 5, 1952 


been fairly well maintained in the interim, and a course of anti- 
syphilitic therapy had been completed. Pulsation of the sterno- 
clavicular joint was no longer present, but a soft murmur of 
aortic insufficiency was now definitely audible. The electro- 
cardiogram and renal function were unchanged, and his con- 
valescence was rapid. Four months later he was readmitted; he 
died after massive pulmonary infarction. 

Postmortem examination revealed fresh pulmonary infarction 
and old healed dissecting aneurysm of the aorta. An intimal tear 
was present in the aortic arch, and the process extended to the 
diaphragm, sparing the renal arteries. The aortic valve cusps 
were normal, and there was no evidence of syphilitic aortitis. 
Vascular nephritis was also present. 


Comment.—A diagnosis of dissecting aneurysm rather 
than myocardial infarction was made on the initial ad- 
mission because of the pulsating joint and bloody pleural 
effusion. Survival for two years after dissecting aneurysm 
is unusual but occasionally occurs. Syphilitic aortitis 
could not be ruled out during life because of the positive 
serologic reactions and the presence of an aortic diastolic 
murmur, but the fact that the murmur had not been pres- 
ent on the first admission suggested that a dissecting 
aneurysm was the cause of the pain. 


SUMMARY 


A brief clinical summary of dissecting aneurysm of the 
aorta is presented, and a new sign—pulsation of the 
sternoclavicular joint—is described. When present, this 
sign has proved of diagnostic significance in the recog- 
nition of this syndrome. Five cases illustrating its im- 
portance in the differential diagnosis of chest pain are 
reported. Entities that present confusion in differential 
diagnosis are discussed, and the absence of this sign in 
these conditions is pointed out. 


METHYLANDROSTENEDIOL IN 


PALLIATIVE TREATMENT 


OF BREAST CANCER 


S. C. Kasdon, M.D., W. H. Fishman, Ph.D., R. M. Dart, M.D., C. D. Bonner, M.D. 


F. Homburger, M.D., Boston 


In a preliminary publication ' the need was empha- 
sized for further critical evaluation of methylandrostene- 
diol (17a methyl A° androstene 38, 178-diol) as a po- 
tentially useful palliative agent in recurrent or inoperable 
mammary carcinoma. Results in 44 cases, 7 of which 
were previously reported, are described. 


PLAN OF STUDY 


The patients studied, modes of administration and 
total dosage of steroid, and length of treatment are sum- 
marized in table 1. The dosage schedule was 25 mg. of 


Dr. Dart is a Clinical Research Fellow, American Cancer Society, and 
Dr. Bonner is a Damon Runyon Fellow in Cancer Research. 

Stenedio!l ® and methostan,” brands of methylandrostenediol, were ob- 
tained from the Organon Company, Orange, N. J., and from the Schering 
Co., Bloomfield, N. J., respectively. 
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(Massachusetts Division) Inc.; the Damon Runyon Memorial Fund for 
Cancer Research; and Institutional Grants of the American Cancer Society, 
Inc., New York; and the Medical Research Foundation of Boston, Inc. 


methylandrostenediol six times per week for patients 
receiving oil suspensions, 100 mg. three times per week 
for those ambulatory patients receiving aqueous suspen- 
sions, and 100 mg. seven times per week for hospitalized 
patients. Pellets (150 to 300 mg.) were given at one, two, 
and four-week intervals. Oral medication was given in 
100, 150, 200, and 300 mg. daily doses. Twenty of the 
patients were ambulatory and were seen at weekly inter- 
vals excepting those who received intramuscular injec- 
tions, who were seen three to six times a week. The other 
patients were hospitalized during the therapy. 

In most cases examination of blood was done weekly 
and in others at two and four-week intervals. Nonprotein 
nitrogen, total protein, calcium, phosphorus, and alka- 
line phosphatase determinations were performed by 
standard methods. X-rays were taken before therapy and 
at varying intervals during therapy of all patients. All 
diagnoses were corroborated by biopsy or pathological 
examination of the primary lesion after operation, and 
of recurrent lesions where possible. Autopsies were 
obtained whenever possible. Colored photographs of all 
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visible lesions were obtained serially. Unless otherwise 
stated methylandrostenediol was the only therapeutic 
agent (except analgesics or narcotics in some cases) 
used during the therapeutic trial. When testosterone had 
been used previously, at least one month was allowed 
to elapse without therapy before treatment with methyl- 
androstenediol was started. The clinical course of these 
patients during therapy was followed and recorded as 
showing “no improvement” (the disease taking its ex- 
pected course without obvious change due to therapy); 
“subjective improvement” (increased sense of well- 
being, decreased pain, reduced need for analgesics and 
narcotics; in some cases, euphoria); or “objective im- 
provement” (demonstrable restoration of lost motion of 
spine and/or extremities, weight gain without visible 
edema and sometimes accompanied by increase in total 
plasma protein, ossification of bone lesions detectable by 
roentgenologic examination; histological changes in 


within less than one month after onset of relapse, in spite 
of continued therapy. One patient committed suicide; 
another died of hypercalcemia; in the others the tumor 
was the direct cause of death. In one case only was a 
remission obtained a second time after relapse with treat- 
ment. The laboratory data in these patients were incon- 
clusive. Two showed increases of previously low plasma 
protein levels to normal values. Three of the cases of 
objective improvement occurred in patients receiving 
pellets alone, and one each occurred in patients receiv- 
ing intramuscular medication followed by implantation 
of pellets. Objective improvement also occurred in three 
patients given intramuscular injections of an aqueous 
suspension, and one in a patient (H. S.) receiving 
methylandrostenediol by mouth. 

Twenty-one patients showed only subjective improve- 
ment. This ranged from increased well-being to euphoria. 
The improvement lasted for as long as six months, with 


TaBLeE 1.—Number of Patients Treated, Modes of Administration of Methylandrostenediol, and Dosages Used* 


Aqueous 
Suspension Aqueous 
Aqueous Pellets ‘ollowed ———— Oil Suspension 
Oil Suspension Suspension (Implanta- Tablets by Oral Follow ollowed 
(Injection) (Injection) tion) (Oral) Therapy by Pellets by Pellets 
2 19 12 7 2 1 1 
Total dose, mg. per patient 600 810-18,090 600-12 ,400 5,600-7 10,600-12 950 19,400 1,740 
(5,050) (4,300) (6,340) 
Duration of treatment, days per patient t..... 28 8-201 70-560 28-82 106-109 364 98 
(45.5) (203) (47) 


a figures in parentheses represent mean values in each case 


t One patient, H. Zs received methylandrostenediol in oil, in. pellets, and in intramuscular injections of an aqueous suspension, a total of 19.4 gm. 
over a ceeied of 360 da 


TABLE 2.—Resulis of Various Modes of Treatment with Methylandrostenediol 


Aqueous 
Suspension Aqueous 
Aqueous Pellets Followed Suspension Oil Suspension 
Oil Suspension Suspension (Implanta- Tablets by Oral Followed Followed 
(Injection) (Injection) tion) (Oral) Therapy by Pellets by Pellets 
No. of Patients 
Objective and subjective improvement........ ae 3 3 1 ‘ 1 1 
Subjective improvement 1 ll 5 4 


biopsies from tumor metastases; measurable shrinking 
of soft tissue metastases). Complications were noted 
and described separately. 


RESULTS 

The results are tabulated in table 2, and the case his- 
tories of four representative cases in which there was 
objective improvement are appended.” There were nine 
patients in whom objective as well as subjective improve- 
ment was noted. There were bone metastases in four 
cases, lung metastases in two cases, and soft tissue me- 
tastases in five cases. Eight of these nine patients were 
past the menopause, and they ranged in age from 43 to 74 
years. While objective improvement was sometimes ob- 
served in one location, other metastases might continue 
to grow. The length of reasonably comfortable remission 
in these cases varied from three weeks to 19 months, 
averaging 8 months. Since five of these patients are 
alive at the time of writing, the average length of remis- 
sion will further increase. In five patients remission was 
followed by relapse. which led to death in three cases 


weight gains in some cases but progressive tumor growth 
continuing in all patients of this group. Twelve of these 
21 patients received intramuscular medication; five re- 
ceived pellets; and four were given the drug orally. 

In summary of the results, it may be said that, out of 
44 patients, 30 showed improvement, 9 of these ob- 
jective improvement, while 14 showed no change in the 
progressive course of the disease while receiving methyl- 
androstenediol. 

Undesirable side-effects observed were, in order of de- 
creasing gravity, (1) hypercalcemia (three patients), 
(2) hirsutism (three patients), (3) increased libido 
(two patients, including one patient [C. S.] who received 
a total of 18 gm. of methylandrostenediol and showed all 
three side-effects listed: hypercalcemia, hirsutism, and 


1. Homburger, F.; Kasdon, S. C., and Fishman, W. H.: Methyl- 
androstenediol: Non-virilizing Derivative of Testosterone in Metastatic 
Cancer of Breast, Proc. Soc. Exper. Biol. & Med. 74: 162 (May) 1950. 

2. The case histories of five additional patients in whom objective 
improvement was observed were Omitted to save space but will be included 
in the reprints of this article. 
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erotic dreams), and (4) acne (three patients). Signs of 
congestion and edema were carefully watched for but 
did not occur in any of these patients. 


REPORT OF CASES 
Case 1.—H. W., a Sl-year-old nulligravida, fours years after 
surgical menopause, underwent right radical mastectomy for 
scirrhous carcinoma simplex with metastases to 16 lymph nodes. 


Fig. 1 (case 1).—Microphotograph (« 110) of bone, showing extreme 
calcification and resemblance to Paget’s disease of bone. 


She received x-ray therapy, 5,400 r, postoperatively. Two years 
later she was found to have multiple osseous metastases. 

She was given testosterone propionate (50 mg. three times 
weekly) for four weeks and responded with decreased pain, but 
the osseous lesions continued to multiply. After a month without 
therapy her disability, pain, and weakness became more pro- 
nounced, and for one month she was given methylandrostene- 
diol (25 mg. in peanut oil intramuscularly daily for six days 
each week). She felt unusually well after two weeks of this 
therapy and returned to work as a waitress for the first time in 
six months. After an interval of six weeks, pellet implantation 


Fig. 2 (case 1)——Microphotograph (<< 22 
bone with medullary sclerosis and pyknotic tumor cells. 


5) showing apposition of new 


of methylandrostenediol was started, which was continued in 
low dosage levels of 60 mg. once a month for four months. 
She remained well and was able to bend over to tie her shoes, 
in spite of multiple metastases to several dorsal and lumbar 
vertebrae. Increasing sclerosis, such as is seen in patients given 
testosterone, was noted on x-ray examination. Toward the end 
of this period her course seemed to go rapidly downhill, pain 
increased markedly, and weakness made complete bedrest neces- 
sary. Opiates were used for the first time. She was transferred 
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to the hospital and given 100 mg. per day of an aqueous sus- 
pension of methylandrostenediol. In two weeks she was fully 
ambulatory, required no analgesics, gained weight, from 148 to 
157 Ib. (67 to 71 kg.), and felt well once more. In spite of the 
administration of 7,300 mg. of methylandrostenediol during 
the 73 days in the hospital, no toxic or adverse side-effects were 
ever noted. In spite of x-ray evidence of metastasis to most of 
the bones, she was discharged to the Tumor Clinic, where she 
appeared each day (six days a week) for injections of 100 mg. 
of methylandrostenediol. A slight downy growth of hair ap- 
peared on her upper lip, and a transient papular skin rash on her 
low extremities responded to simple applications. She was able to 
care for herself, carry out simple household duties, and make 
her way to the clinic for treatment each day until increasing 
weakness culminated in her death. Autopsy showed an unusual 
degree of osteosclerosis (fig. | and 2) in many areas. A total of 
19,400 mg. of methylandrostenediol was administered in a 
period of 12 months. 

Case 2.—E. R., a 60-year-old secundipara past the meno- 
pause, was seen with an untreated inoperable adenocarcinoma, 
sweat gland type, of the right breast, involving ulceration of 
the entire breast and axillary metastases. Treatment with diethyl- 
stilbestrol (15 mg. daily) was started and was continued through- 
out her course. After two months, high voltage x-ray therapy 
(8,100 r with 200 k. v. machine) was added, the ulcerated lesions 


Fig. 3 (case 2).—Microscopic appearance of tumor nodule after 17 
months of diethylstilbestrol therapy, showing miiotic figures and well- 
preserved tumor cells. (* 1 


healed and became epithelialized, and the tumor mass decreased 
in size. While diethylstilbestrol therapy was continued without 
interruption, many skin nodules appeared during the next 17 
months (fig. 3). Implantation of methylandrostenediol pellets (SO 
mg. subcutaneously at two-week intervals) was added to the 
estrogen therapy. The usual blood studies were made at two- 
week intervals. Within one month the nodules began to disap- 
pear, and after two months only pink flat soft areas remained in 
their place. A biopsy of one of these areas revealed marked 
regression of the tumor cells (fig. 4). Weight gain without visible 
edema, increased strength, freedom from pain or other com- 
plaints, and an increased sense of well-being followed. The dosage 
of pellets was increased to 150 mg. of methylandrostenediol, im- 
planted subcutaneously at two-week intervals. There was no evi- 
dence on clinical or x-ray examination of renewed tumor activity. 
At no time have signs of hypercalcemia or other undesirable side- 
effects been noted. Toward the end of the first year after the start 
of methylandrostenediol therapy (3,600 mg. administered by 
pellet implantation) there was some increase in libido. At this 
writing, three years after her admission to our service, the pa- 
tient is well and free from evidence of active disease. 
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Case 3.—C. S., a Sl-year-old spinster, seven years after the 
menopause, had a left radical mastectomy for carcinoma with 
gland involvement. High voltage x-ray therapy was started, as 
well as a short course of diethylstilbestrol therapy. A fair re- 
sponse was obtained at first. She showed rapid deterioration 
and became bedridden, requiring narcotics several times daily 
for pain. She was admitted to the hospital, and one week after 
the beginning of methylandrostenediol therapy (90 mg. aqueous 
suspension intramuscularly daily), she was free from pain and 
dependence on narcotics. She became able to walk with some 
assistance and showed pronounced euphoria. The total dose of 
methylandrostenediol was 18,090 mg. Toward the end of ther- 
apy, after more than 200 days of treatment, hypercalcemia and 
rapid progression of the disease occurred, and the patient died. 

Case 4.—H. S., a 73-year-old white woman, had a right 
radical mastectomy in 1946 for adenocarcinoma, followed by 
x-ray radiation to her left axilla. She was well until 1949, when 
symptoms and signs of osseous metastases developed, which 
were treated with x-ray and diethylstilbestrol. Two and a half 
months later she was hospitalized for a pathological fracture of 
the left femur and was treated with methylandrostenediol, 100 
mg. orally daily. Eventually the dose was increased to 300 mg. 


Fig. 4 (case 2).—Microscopic appearance of tumor nodule after two 
months of additional methylandrostenediol therapy, while diethylstilbestrol 
therapy was continued. Note pyknosis of nuclei, granular cytoplasm, and 
fibrosis. (>< 140), 


orally daily. She then showed definite subjective improvement 
(freedom from pain), increase in weight and total plasma protein 
and demonstrable recalcification of bone (fig. 6). She continued 
to maintain this improvement for eight months. However, during 
this period of improvement new areas of metastatic disease have 
appeared. 


COMMENT 

The need for a palliative agent in cancer of the breast 
is evident, and both testosterone and estrogens have 
many undesirable side-effects that seriously limit their 
usefulness.** Any new palliative agent for cancer of the 
breast should be at least as beneficial as testosterone and 
preferably have none of its toxic properties. 

These studies indicate that treatment with methylan- 
drostenediol resulted in palliation of breast cancer in 30 
out of 44 patients (68% ), with 9 (20% ) showing ob- 
jective improvement. Within the limitation of a small 
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series, this is as good a statistical result as that reported 
for testosterone. 

The favorable effects in responsive patients in the first 
month of therapy with methylandrostenediol occur more 
slowly than in a comparable period of testosterone ther- 
apy. The euphoria often seen with testosterone therapy 


Fig. 5 (case 3).—Pathological fracture of humerus before (left) and 
after methylandrostenediol therapy. 


is considerably less pronounced in the early stages of 
methylandrostenediol therapy. After this preliminary 


“latent” period, however, the results in responsive pa- 


tients become similar in degree to improvements induced 
by testosterone therapy. This is particularly true of the 
objective changes. The euphoria induced by methylan- 
drostenedioi is usually less but may approach that pro- 
duced by testosterone. As is the case with testosterone, 
the type of objective changes observed make it appear 
probable that the beneficial effects of this compound are 
mediated through its anabolic properties and that this is 
not a carcinolytic or directly carcinostatic agent. 

This series is not extensive or homogeneous enough 
for conclusions to be drawn as to the optimal dose or 
preferable route of administration. It appears that all 


Fig. 6 (case 4).—Ossification of pelvic bones occurring during methyl- 
androstenediol therapy. A, Dec. 27, 1950. B, May 10, 1951, 


modes of administration used are capable of producing 
some desirable effects. The apparent effectiveness of 
subcutaneously implanted pellets has to be interpreted 
with caution, since the patients receiving pellets were 
all ambulatory outpatients with less advanced stages. 


2a. Proceedings of the First Conference on Steroid Hormones and 
Mammary Cancer Sponsored by the Therapeutic Trials Committee of 
the Council on Pharmacy and Chemistry of the American Medical Asso- 
ciation, Chicago, American Medical Association, 1949. 
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The nine patients showing objective improvement 
were past the menopause with one exception (G. M.). 
There were four cases of improvement in patients with 
bone metastases only, three in patients with soft tissue 
metastases alone, and two in patients with a combina- 
tion of both. The distribution of cases of metastases in 
the entire group was as follows: 9 bone alone, 20 soft 
tissue alone, and 15 both bone and soft tissue. We do 
not believe that any conclusion as to the effectiveness 
of methylandrostenediol according to the type of metas- 
tases is possible at this time: One patient (C. S.) who 
had a good objective response to therapy also showed 
all the undesirable side-effects except one (acne). No 
other patient showed more than one undesirable toxic 
manifestation. 

As might be expected, hypercalcemia occurred in two 
other patients with extensive osteolytic lesions.’ In two 
patients this complication proved fatal. Acne and hirsu- 
tism were never as pronounced as they sometimes are 
in patients given testoste.one. Enlargement of the clitoris 
or changes of the voice did not occur in any patient. 

Except perhaps for hypercalcemia, the side-effects 
with methylandrostenediol therapy were decidedly less 
marked and less frequent than with testosterone therapy, 
and in no instance was cessation of therapy necessitated 
by undesirable toxic reactions, except in those patients 
with hypercalcemia. 


CONCLUSIONS AND SUMMARY 

Forty-four patients with inoperable advanced cancer 
of the breast received methylandrostenediol for varying 
periods and by different routes of administration. There 
were 14 patients without demonstrable improvement at- 
tributable to therapy. Thirty patients showed improve- 
ment, measurable in nine of these by objective criteria. 
The amounts of testosterone necessary to produce simi- 
lar beneficial effects in a comparable group of patients 
would certainly produce severe hirsutism, acne, voice 
changes, and virilization in many. Only minor side-effects 
were Observed with methylandrostenediol, except for hy- 
percalcemia in patients with extensive osteolytic lesions. 


3. Hypercalcemia is known to occur without therapy in patients with 
osteolytic metastases, and it is, therefore, often difficult to determine 
whether elevated serum calcium levels are merely a symptom of the dis- 
ease or have been precipitated by hormone therapy. 


Hazards of Midforceps Operation.—In the last 20 years it has 
become increasingly clear that high forceps operations are 
traumatic and often death-producing. Not many physicians, 
however, realize that midforceps operations also take their toll, 
and a high one indeed, of the babies. Not only is the fetal death 
rate much higher following midforceps than after lowforceps 
operations, spontaneous delivery and cesarean sections but the 
incidence of postpartum hemorrhage is considerably increased 
after midforceps deliveries. Furthermore, fewer women have 
babies after midforceps operations than after lowforceps de- 
liveries and even cesarean sections. Many physicians will be 
startled by the . Statement that except for spontaneous 
delivery, cesarean section is safer than midforceps deliveries 
and offers a greater probability of future childbirth. In several 
hospitals in the United States more than 1,000 consecutive 
cesarean sections have been performed without a single maternal 
death from any cause. | doubt that one can collect records of 
over 1,000 midforceps deliveries without a maternal death.— 
J. P. Greenhill, M.D., 1951 Year Book of Obstetrics & 
Gynecology, Chicago, The Year Book Publishers, Inc., 1951, 
p. 202. 
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CLINICAL NOTES 


CONGENITAL AORTIC ANEURYSM 
REPORT OF A CASE 


Francis M. Woods, M.D. 
and 


Leo J. Kenney, M.D., Brookline, Mass. 


Congenital aneurysm of the aorta is a most unusual 
entity. We feel, therefore, that a description of such a 
case and its surgical management would be of interest. 


REPORT OF A_ CASE 


E. A. L., a 15-year-old school girl, was referred by Dr. Wil- 
liam P. McHugh of Cambridge, Mass., because a survey chest 
roentgenogram had disclosed an abnormal shadow in the upper 
mediastinum. The patient had no subjective symptoms. Review 
by systems elicited no cardiovascular or pulmonary symptoms 
or other information of significance. As a child she had had 
measles, chickenpox, whooping cough, and mumps. There had 
been no other illnesses. Her parents and three siblings were 
living and well. 


Fig. 1.—Roentgenograms showing density extending outward from the 
left of the upper mediastinum. A, posteroanterior view. B, left lateral view. 


Physical examination revealed a well-developed, apparently 
healthy girl with no demonstrable abnormalities. The lung fields 
were clear to percussion and auscultation and no murmur was 
heard anywhere over the chest. Results of routine laboratory 
tests were normal, and the result of a blood Hinton test for 
syphilis was negative. 

X-ray examination of the chest (fig. 1), including postero- 
anterior and left lateral projections, disclosed a round, sharply 
demarcated, homogeneous density, 3 cm. in diameter, extend- 
ing outward from the left of the upper mediastinum. The lesion 
apparently was located just above the arch of the aorta and, judg- 
ing by its appearance on the left lateral roentgenogram, was 
attached to, or continuous with, the lateral surface of the ver- 
tebral bodies. The lung fields were clear and no other abnormali- 
ties were noted on the roentgenograms. Fluoroscopy gave no 
further diagnostic clues. Pulsations of the mass were not 
observed. 

A diagnosis of mediastinal cyst appeared to be consistent 
with the findings, but, as a tumor could not be ruled out, surgi- 
cal exploration was advised. Therefore, on Dec. 13, 1949, an 
exploratory thoracotomy was performed on the left with the 
patient in the face-down position; a general inhalation anesthetic 
was administered through an intratracheal tube. Grossly, the 
lung was entirely normal. There was an aneurysmal dilatation 
of the side of the aorta involving the first part of the descend- 


From the Overholt Thoracic Clinic, and the Department of Surgery, 
Tufts College Medical School. 

Dr. Robert Gross, Childrens Hospital, Boston, loaned the Potts clamp 
used in this case. Dr. Herbert Adams, thoracic surgeon at the Lahey 
Clinic, Boston, gave many suggestions during the operative procedure. 
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ing portion just below the arch (fig. 2). Its upper limit lay just 
inferior to the origin of the left subclavian artery. The aneurysm, 
which was shaped like an egg cut through its long axis, meas- 
ured 4.5 by 3 by 2 cm. It was alarmingly thin-walled and pul- 
sated slightly with a definite palpable bruit. A few extremely 
thin areas bulged and were blue in color. The possibility of 
rupture through these thin areas made gentle manipulations man- 
datory. The mediastinal pleura was opened and the involved por- 
tion of the aorta mobilized by dividing the ligamentum 
arteriosum and four sets of intercostal arteries. To control 
hemorrhage in the event of emergency, hernia tapes were passed 
around the aorta above and below the aneurysm and also around 
the left subclavian artery (fig. 3). A special Potts clamp with 
a 5 cm. bite, which had been devised for experimental surgery, 
was placed about the aorta from its medial side just opposite the 
aneurysmal bulge (fig. 44). The aneurysm was thus excluded 
from the circulation and could be repaired. The normal tissues 
from the opposing sides at the base of the aneurysm were then 
approximated with a row of interlocking interrupted mattress 
sutures of 0000 silk on an atraumatic needle (fig. 4B). These 
sutures passed directly through both edges of normal aorta. A 


£3 


Fig. 2.—Drawing showing appearance of aneurysm when chest was first 
opened. 


similar continuous suture was then used to reinforce the first 
line of sutures. This suture took bites of adventitia and media 
on alternate sides and incorporated the infolded aneurysmal sac 
against the closed mouth of the detect (fig. 4C). The Potts clamp 
_ was slowly opened; there was no leak and the aorta had been 
restored to its normal diameter (fig. 4D). 

The patient’s postoperative course was entirely uneventful. 
She was discharged from the hospita! on the 11th postoperative 
day and was followed at regular intervals for 17 months. She 
gradually resumed all normal activities with no untoward 
effects. There was no evidence of recurrence on roentgenograms. 
On auscultation no murmurs or any other abnormal signs are 
heard. 

COMMENT 

The techniques available for correction of arterial 
aneurysms are wiring, wrapping, excision, and closure. 
The first three methods would have had significant 
disadvantages in the situation described here. Wiring is 
appropriate in large aneurysms, particularly saccular 

aneurysms and those of luetic origin. In this case the 
aneurysm was too small and the neck too wide to control 
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placement of the wire accurately. Furthermore the wire 
could not possibly have been passed through its thin 
wall without rupturing the sac. It would have been 
mechanically easy to encircle the aneurysm and the 
adjacent normal aorta with a wrapping, such as “cello- 
phane.” However, the ultimate degree of aortic con- 


Aneurysm 


Divided 
Ligamentum 
Arleriosum 


Fig. 3.—Drawing showing lesion after mobilization, with hernia tapes 
in place. 


striction would have been unpredictable, and it might 
have been great enough eventually to produce complete 
occlusion. 

Excision is a method that would have been ideal, but 
it is doubtful if the lesion could have been completely 
resected and the inherent danger of this technique would 
have been far greater than with the method actually 
employed. Thus while the thin-walled sac could have 


Fig. 4.—Drawings showing four. stages of repair: A, the Potts clamp 
has been applied about the aorta. B, the first layer of interrupted inter- 
locking sutures has been placed. C, a second layer of a continuous over- 
lapping suture is being placed. D, completed repair after removal of 
Potts clamp. 


been excised and the edges of normal vessel wall op- 
posed, the method chosen was even simpler and safer. 
Essentially, the sac was infolded and tamponaded against 
the approximated edges of the defect. If the repair de- 
scribed had not held, an attempt would have been made 
to excise the aneurysm and fill the defect with an arterial 
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graft. This would have been hazardous, because it 
would have required complete occlusion of the aorta for 
at least 10 to 15 minutes, and there had been no long- 
standing aortic obstruction to produce collateral cir- 
culation. 

SUMMARY 


A lesion discovered on a survey roentgenogram, 
which on surgical exploration proved to be a congenital 
aneurysm of the aorta, is described. Rupture of the 
aneurysm was a distinct possibility. The successful repair 
of the defect is described. 

1101 Beacon St. (Dr. Woods). 


PRIMARY HYPERPLASIA OF 
PARATHYROID GLANDS 


REPORT OF A CASE WITH COINCIDENT 
DUODENAL ULCER 


Hollis L. Albright, M.D. 
and 


Richard C. Kerr, M.D., Brookline, Mass. 


Hyperparathyroidism due to adenoma of the paras 
thyroids has been recognized as a distinct disease entity, 
which is amenable to surgical therapy, for 25 years. An 
important addition to knowledge about the disease, re- 
sulting from .he work of Fuller Albright and his col- 
leagues, has been the recognition that in some instances 
hyperparathyroidism may be caused by generalized 
hyperplasia of all the parathyroid glands, rather than by 
adenoma alone. This generalized hyperplasia differs 
sharply from secondary hyperplasia of the parathyroids 
due to chronic renal disease in that it is a “primary dis- 
ease,” just as adenoma is. The hyperfunction caused by 
adenoma is indistinguishable by clinical or laboratory 
examination from primary hyperplasia. Primary hyper- 
plasia of the parathyroids occurs in only about 9% of 
the cases of hyperparathyroidism,' and only 27 cases 
have been reported in the literature. The coexistence of a 
duodenal ulcer in this case is also of interest, as will 
be discussed, 

REPORT OF A CASE 

J. A., a 48-year-old Danish housepainter, was admitted to the 
private urological service of the Massachusetts Memorial Hos- 
pitals on May 12, 1948, because of pain in the right costoverte- 
bral angle. Because of a history of recurrent renal stones and 
maxillary bone cysts, the urologist, Dr. Samuel Vose, suspected 
hyperparathyroidism. Twenty years previously the patient had 
passed a small urinary calculus. Seven years previously he had 
been admitted to another hospital for an attack of renal colic 
on the right side. At cystoscopy a stone was found in the pros- 
tatic urethra; it was pushed into the bladder and crushed with 
a lithotrite. This procedure was repeated 10 days later for 
another prostatic stone. Two years previously the patient had 
been admitted for treatment of an alveolar cyst of the left 
maxilla. This was removed with a curet, and the pathological 
report described the lesion as a benign giant-cell tumor. At this 
time the urine showed a specific gravity of 1.015, no albumin, a 
rare white blood cell, and no red blood cells in the sediment. 


Assistant Professor of Surgery, Boston University School of Medicine 
(Dr. Albright), and Second Assistant Visiting Surgeon, Massachusetts 
Memorial Hospitals (Dr. Kerr). 

1. Albright, F., and Reifenstein, E. C.: Parathyroid Glands and Meta- 
bolic Bone Disease: Selected Studies, Baltimore, Williams and Wilkins 
Company, 1948, p. Sl. 
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He had been admitted to another hospital 20 months previously 
because of swelling in the upper jaw on the right side. A giant- 
cell tumor was removed. During his convalescence in the hos- 
pital he passed a 3 mm. calculus, which on analysis was a phos- 
phate stone. The blood nonprotein nitrogen level was 38 mg. 
per 100 cc. Two months previously the patient had been 
admitted to still another hospital because of massive hemateme- 
sis following a few days of epigastric pain. Gastrointestinal 
X-ray examination revealed a deformed duodenal cap and a 
small ulcer crater. A pyelogram showed a staghorn calculus 
in the upper calix and mild hydronephrosis of the right kidney, 
and two small calcifications in the calices of the left kidney. 

On admission the patient complained of renal colic on the 
right side. The blood pressure was 180/106. Except for mild 
obesity and operative scars in the maxillas, results of the physi- 
cal examination were not remarkable. No tumor could be felt 
in the neck. The serum calcium level was 12.8 mg. and the 
phosphorus level 2.5 mg. per 100 cc.; the alkaline phosphatase 
value was 4 Bodansky units. The hemoglobin value was 8.5 gm. 
per 100 cc., with 3,030,000 red blood cells, and the nonprotein 
nitrogen level varied from 41 to 50 mg. per 100 cc. The urine 
showed a 1+ reaction to a Sulkowitch test, and contained 
albumin (1+-) and many white and red blood cells in the sedi- 
ment. X-ray examination confirmed the presence of the pre- 
viously described stones in the kidneys. Roentgenograms of the 
skull, ribs, and pelvis showed no bony abnormality. 

At operation on May 22, 1948, an oblong parathyroid tumor, 
5.0 by 2.5 by 1.5 cm., was removed from behind the right lower 
pole of the thyroid. On the left side a similar tumor in a similar 
location was removed; it measured 4.5 by 2.5 by 1.5 cm., and 
had a 2.0 by 1.4 by 0.9 cm. prolongation upward, which broke 
away from the larger mass. This smaller fragment may have 
been the left upper parathyroid; other parathyroid tissue was 
not identified. The two larger tumors are seen in figures | and 2. 
The mass from the right side weighed 12.4 gm.; the masses 
from the left side were not weighed, but, by comparison with 
the tumor from the right side, the total tissue removed must 
have weighed more than 25 gm. The specimens were covered 
with a pinkish-grey capsule, and on cut section were yellowish- 
brown in color, and soft and mushy in consistency, except for 
a few calcified plaques of tissue scattered through the tumor 
(fig. 2). The large tumor from the left contained a 6 mm. hemor- 
rhagic cystic area at one end. 

Microscopically the sections showed water-clear cells in great 
preponderance. The tumor was surrounded by a thickened, 
dense, fibrocollagen capsule. This capsule was continuous with 
the trabeculations that formed a lacework supporting the cells 
of the gland. No fat cells were seen. Cells were arranged in 
pseudoacini, and in some areas in broad sheets. Some chief cells 
and oxyphil cells were seen. The water-clear cells showed a 
typical thin membrane, with scantily stained cytoplasm. The 
nuclei varied from vesicular to homogeneously darkly stained 
types. The nuclei tended to be situated along the basal aspect 
of the cell next to the supporting stroma. There was no evidence 
of malignancy (fig. 3). Dr. Benjamin Castleman reviewed the 
slides in August, 1950, and stated that they indicated primary 
hyperplasia of the parathyroids. 

At the time of ‘operation the tumors were thought to be 
adenomas. Generalized hyperplasia of the parathyroid glands 
was not suspected. The patient did well postoperatively, and 
nine days after operation his serum calcium level was 9.1 mg. 
and the phosphorus level 2.7 mg. per 100 cc. Four months after 
operation the patient reported that at home he had had a “heart 
attack,” with inability to breathe, and he was treated at home 
with oxygen. Seven months after operation, the calcium level 
was 11.4 mg. and the phosphorus level 4.0 mg. per 100 cc.; 
the alkaline phosphatase value was 2 Bodansky units. These 
analyses were made at an outside laboratory, where it was stated 
that the normal values for calcium and phosphorus were 9 to 
12 mg. and 3 to 4.5 mg. per 100 cc., so that, according to their 
technic, these values were within normal limits. The blood pres- 
sure at this time was 190/128, and the patient was being treated 
for hypertension. He was unable to work because of easy fatigue 
and feelings of tightness in his chest. His duodenal ulcer gave 
him some distress. 

He was seen in the outpatient department of another hospital 
18 months after operation, complaining of dyspnea on exertion 
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and attacks of pain in his chest and throat. The blood pressure 
was 175/125, and the nonprotein nitrogen level 29 mg. per 100 
cc. An electrocardiogram indicated atypical bundle-branch 
block. The urine had a specific gravity of 1.010, 24+ albuminuria, 
and many white blood cells. The calcium level was reported 
as 10.6 and 10.1 mg. and the phosphorus level 2.2 mg. per 
100 cc. The alkaline phosphatase value was 3 Bodansky units. 


by 1.5 cm., from the right 5.0 by 2.5 by 1.5 cm. The additional fragment 
of the tumor from the left side, measuring 2.0 by 1.4 by 0.9 cm., is not 
shown. 


Nineteen months after operation it was learned that the patient 
had had another massive hematemesis at home and had died. 
An autopsy was not performed. 


COMMENT 


Since a parathyroid adenoma was removed from a 
patient with Recklinghausen’s disease by Mandl ° in 
1926, the syndrome of hyperparathyroidism has been 
more and more widely recognized. In brief, the excess 
production of parathyroid hormone is accompanied by 
elevation of the serum calcium level, depression of the 
serum phosphorus level, and increased excretion of both 
calcium and phosphorus in the urine. As a result of the 


Fig. 2.—The cut surfaces of both tumors are shown. The capsules were 
pinkish-grey and the cut surfaces yellowish-brown, with soft mushy con- 
sistency. Note the hemorrhagic cystic area at the top of the tumor on the 
left. 


calcium and phosphorus loss, bony abnormalities may 
appear, either as generalized decalcification or localized 
cysts, often with pathological fracture. Because of the 
high concentration of calcium and phosphorus in the 
urine, kidney stones may appear, giving rise to appropri- 
ate urinary tract symptoms. Urinary symptoms appear 
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in approximately 36% of the cases, and the bony 
changes in about 90%.* Generalized symptoms are 
chiefly muscular weakness (presumably due to the 
hypercalcemic atonia), and polydipsia and polyuria due 
to the increased excretion of salts in the urine. Gastro- 
intestinal symptoms, rarely even simulating acute disease 
of the abdomen,’ are reported less frequently. Recogni- 
tion of the disease and appropriate surgical treatment 
results in cure if the organic changes have not progressed 
so far that permanent renal or bony damage has oc- 
curred. 

The group at the Massachusetts General Hospital first 
recognized primary parathyroid hyperplasia as a cause 
of hyperparathyroidism, and published a report in 
1934 ° of three cases. Observation of these and subse- 
quent cases showed that removal of only one or two 
enlarged parathyroid glands as a rule had no permanent 
effect on the course of the disease, or on the body chem- 
istry. They went on to show that all the parathyroid 
glands had to be discovered and a subtotal resection 
done, leaving tissue of about the same bulk as two nor- 
mal parathyroid glands. This method of surgical man- 


Fig. 3.—The water-clear cells, seen in primary hyperplasia of the para- 
thyroid glands, are shown in great preponderance. Note the typical, thin 
cell membrane with scantily stained cytoplasm, and the basilar orientation 
of the nuclei. 


agement was presented by Churchill and Cope,° and has 
been accepted as a satisfactory method of treatment. 
Primary hyperplasia causes hyperparathyroidism in- 
distinguishable from that caused by parathyroid ade- 
noma, though Rogers and Keating * have suggested that 
hyperplasia may cause a somewhat milder form of the 
disease. The primary form is to be sharply distinguished 
from secondary hyperplasia, which is due to renal in- 


2. Mandl, F.: Therapeutischer Versuch bei einem Falle von Ostitis 
fibrosa generalisata mittels Exstirpation eines Epithelkorperchentumors, 
Zentralbl. Chir. 53: 260-264, 1926. 

3. Norris, E. H.: Collective Review: Parathyroid Adenoma: Study of 
322 Cases, Internat. Abstr. Surg. S84: 1-41, 1947. 

4. (a) Gutman, A. B.; Swenson, P. C., and Parsons, W. B.: Differential 
Diagnosis of Hyperparathyroidism, J. A. M. A. 103: 87-94 (July 14) 
1934. (b) Snapper, I.: Medical Clinics on Bone Diseases: A Text and Atlas, 
ed. 2, New York, Interscience Publishers, Inc., 1949, pp. 71-72. 

5. Albright, F.; Bloomberg, E.; Castleman, B., and Churchill, E. D.: 
Hyperparathyroidism Due to Diffuse Hyperplasia of All Parathyroid 
Glands Rather Than Adenoma of One: Clinical Studies on Three Such 
Cases, Arch. Int. Med. 54: 315-329 (Sept.) 1934. 

6. Churchill, E. D., and Cope, O.: Surgical Treatment of Hyperpara- 
thyroidism Based on 30 Cases Confirmed by Operation, Ann. Surg. 104: 
9-35, 1936. 

7. Rogers, H. M., and Keating, F. R., Jr.: Primary Hypertrophy and 
Hyperplasia of Parathyroid Glands as Cause of Hyperparathyroidism, Am. 
J. Med. 3: 384-401, 1947. 


Fig. 1 The parathyroid tumor from the left side measured 4.5 by 2.5 > 
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sufficiency.s When primary hyperparathyroidism has 
progressed to the stage of causing renal damage sufficient 
to reduce renal function permanently, the two condi- 
tions may be difficult to distinguish clinically. However, 
with renal damage the serum phosphorus level is likely 
to be elevated, and the serum calcium level reduced— 
the opposite of the condition usually produced by pri- 
mary hyperfunction. Pathological examination of the 
involved glands usually distinguishes the primary and 
secondary states easily. Excellent discussions of the 
pathology have been presented by Castleman and Mal- 
lory.” 

Cases of primary hyperplasia constitute about 8 or 
9% of all cases of hyperparathyroidism. Albright and 
Reifenstein ' reported that eight cases had been seen at 
the Massachusetts General Hospital during a period in 
which 89 cases of hyperparathyroidism were seen at the 
same hospital, giving an incidence of hyperplasia of 9%. 
In 1947 Norris * collected 322 cases of adenoma, and in 
the same year Rogers and Keating ‘ collected 26 cases 
of primary hyperplasia, an incidence of about 8%. 

The number of cases of primary hyperplasia of the 
parathyroids which have been reported is difficult to 
establish exactly. Several of the cases were reported in 
the older literature, before the condition was elucidated, 
and the diagnosis is based on descriptions or illustrations 
of the slides. In the report by Rogers and Keating ‘ they 
disagree on the classification of a few of the cases origi- 
nally reviewed by Castleman and Mallory “ in 1935. 
One case that Rogers and Keating reject is that of 
Hunter '® in 1931, in which two parathyroid tumors 
were removed. From the pathological description it cer- 
tainly seems to belong in the primary hyperplasia group. 
This brings the total number of cases, including the one 
reported here, to 28. At least three other cases have 
been reported in recent years as instances of primary 
hyperplasia, but in one of these hyperplasia was almost 
certainly secondary to renal disease, another appeared 
to be due to adenoma, and no description or photo- 
graphs were given for the third. It is interesting that in 


8. (4) Castleman, B., and Mallory, T. B.: Parathyroid Hyperplasia in 
Chronic Renal Insufficiency, Am. J. Path. 18: 553-574, 1937. (b) AIl- 
bright, F.; Sulkowitch, H. W., and Bloomberg, E.: Hyperparathyroidism 
Due to Idiopathic Hypertrophy (Hyperplasia?) of Parathyroid Tissue: 
Follow-Up Report of Six Cases, Arch. Int. Med. 62; 199-215 (Aug.) 1938. 

9. (a) Castleman and Mallory.** (b) Castleman, B., and Mallory, T. B.: 
Pathology of Parathyroid Gland in Hyperparathyroidism: Study of 25 
Cases, Am. J. Path. 11: 1-72, 1935. 

10. Hunter, D.: Hyperparathyroidism: Generalized Osteitis Fibrosa with 
Multiple Osteoclastomata, Proc. Roy. Soc. Med. (Clin. Sect.) 24: 486-496, 
1931. 

11. (a) Albright et al.? (b) Rogers, H. M.: Parathyroid Adenoma and 
Hypertrophy of Parathyroid Glands, J. A. M. A. 130: 22-28 (Jan. 5) 
1946. (c) Rogers, H. M.; Keating, F. R., Jr.; Morlock, C. G., and Barker, 
N. W.: Primary Hypertropny and Hyperplasia of Parathyroid Glands 
Associated with Duodenai Ulcer: Report of an Additional Case, with 
Special Reference to Metabolic, Gastrointestinal and Vascular Manifesta- 
tions, Arch. Int. Med. 7%: 307-321 (March) 1947. 

12. Paul, F.: Ostitis fibrosa generalista, EpithelkGrperchen und Neben- 
nieren, Beitr. path. Anat. 87: 503-525, 1931, cited by Rogers and Keating.’ 

13. Beyerinck, C. W.: Case of Tumors of Parathyroid Gland, Nederl. 
tijdschr. geneesk. 76: 3389-3391, 1932, cited by Snapper.* 

14. Thyssen, J.: Case of Hyperparathyroidism and Osteitis Fibrosa with 
Adenomatous Hyperplasia of All Parathyroid Glands, Ugesk. laeger 105: 
869, 1943, cited by Rogers and Keating.’ 

15. Drake, T. G.; Albrighj, F., and Castleman, B.: Parathyroid Hyper- 
plasia in Rabbits Produced by Parenteral Phosphate Administration, 
J. Clin. Invest. 16: 203-206, 1937. 

16. Burnett, C. H.; Commons, R. R.; Albright, F., and Howard, J. E.: 
Hypercalcemia Without Hypercalcuria or Hypophosphatemia, Calcinosis 
and Renal Insufficiency: Syndrome Following Prolonged Intake of Milk 
and Alkali, New England J. Med. 240: 787-794, 1949. 
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comparison with the situation with parathyroid ade- 
noma, where the ratio of women to men is 3:1, in the 
28 cases of primary hyperplasia there are 14 men and 
14 women, a ratio of 1:1. 

The cause of primary hyperplasia of the parathyroids 
remains unknown. Albright, Bloomberg, Castleman, and 
Churchill ° in 1934 presented some evidence suggestive 
of an overabundance of some pituitary parathyrotropic 
factor, but Albright and Reifenstein' (1948) stated 
that there had been no further confirmatory evidence. 
They further investigated the possibility that enlarge- 
ment of the cells was due to storing of the parathyroid 
hormone, but hormone assays by Dr. J. B. Collip showed 
no difference in hormone content from that of normal 
tissue. 

An interesting point for discussion is the coexistence 
of a duodenal ulcer in our patient. In three of the four 
cases of primary hyperplasia reported from the Mayo 
Clinic,'' the patients had duodenal ulcers. Of the other 
24 patients reported, three were described as having 
digestive symptoms. One, a 56-year-old man reported by 
Paul,'* is said to have had “gastric catarrh” for 30 years. 
Another, a 35-year-old woman reported by Beyerinck,'* 
is said to have had pernicious vomiting for two years. 
The third, a 51-year-old man reported by Thyssen,'* 
also had digestive symptoms. Thus four of the 28 cases 
of primary hyperplasia had proved duodenal ulcers, and 
three other cases had digestive symptoms; in other 
words, 25% of these cases showed upper digestive tract 
symptoms. Though digestive symptoms and abdominal 
pain are mentioned as occasional accompaniments of 
hyperparathyroidism from adenoma, their occurrence is 
far less frequent than this. 

The relationship between excessive ingestion of cal- 
cium and phosphorus in milk and antacid powders and 
the disturbed metabolism of these substances in para- 
thyroid hyperplasia is an interesting matter for specu- 
lation; this subject has been mentioned by Rogers and 
his co-workers.''* However, the possibility that ingestion 
of calcium or phosphorus in any way initiates the change 
in the parathyroids is rendered doubtful by two pieces 
of evidence. One is the experimental work of Drake, 
Albright, and Castleman,'® who administered phosphate 
intravenously to rabbits. This results in a decrease in 
blood calcium. It does produce hyperplastic changes in 
the parathyroids, but the hyperplasia is of the pathologi- 
cal type seen in secondary parathyroid hyperplasia due 
to kidney damage, not the water-clear cell type seen in 
primary hyperplasia. 

The other evidence, more applicable to the question, 
is the group of six cases presented by Burnett and asso- 
ciates.'® In all of these cases there was a history of 
prolonged and excessive intake of milk and absorbable 
alkali because of proved ulcer or ulcer symptoms. In 
these patients there was hypercalcemia, without hypo- 
phosphatemia or hypercalcuria, a normal serum alkaline 
phosphatase level, renal damage with azotemia, and 
mild alkalosis and calcinosis. These patients showed im- 
provement when their intake of milk and alkali prepara- 
tions was reduced. Two of these patients had exploratory 
operations of the neck. In one no abnormal parathyroids 
were seen, and biopsy of a parathyroid gland showed 
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no abnormality. In the other enlargement of all the para- 
thyroids was found, the pathological diagnosis being 
hyperplasia of chief and oxyphil cell types; apparently 
this was a secondary hyperplasia due to renal disease. 
These findings suggest that increased intake of calcium 
and phosphorus does not cause the water-clear cell type 
of hyperplasia. 

One aspect of the treatment of patients with both 
hyperparathyroidism and duodenal ulcer deserves men- 
tion. Administration of milk and alkaline powders to 
such a patient may precipitate parathyroid poisoning, 
with nausea and vomiting, lethargy, prostration, and 
azotemia, which may be fatal. Two such instances oc- 
curred among the cases reported by Rogers,''” in which 
therapy, directed at symptoms believed to be due to 
ulcer, apparently precipitated fatalities in patients who 
were not recognized as having hyperparathyroidism 
prior to death. He suggests that in a patient being treated 
for ulcer, unless there is x-ray evidence of gastric reten- 
tion, intractable vomiting should suggest hypercalcemia. 


SUMMARY 

A case of primary hyperplasia of the parathyroid 
glands with an associated duodenal ulcer is reported. 
At operation it was erroneously assumed that these 
tumors were parathyroid adenomas. The occurrence of 
hyperplasia in approximately 9% of the reported cases 
as a cause of hyperparathyroidism is discussed. The 
hyperparathyroidism in these cases is indistinguishable 
clinically from that produced by parathyroid adenomas. 
There have been 27 generally accepted cases of primary 
hyperplasia reported previously. The coexistence of 
symptomatic duodenal! ulcer in four of these 28 cases 
(14% ) of primary hyperplasia is discussed. 


ADDENDUM 
Since this article was submitted for publication, an- 
other case of hyperparathyroidism due to primary hyper- 
plasia of the parathyroid glands in a patient with coexist- 
ing duodenal ulcer has been reported from the Mayo 
Clinic.'" 
1265 Beacon St. (Dr. Albright). 


17. Robinson, A. W.; Black, B. M.; Sprague, R. G., and Tillisch, J. H.: 
Hyperparathyriodism Due to Diffuse Primary Hyperplasia and Hyper- 
trophy of the Parathyroid Glands: Report of a Case, Proc. Staff Meet., 
Mayo Clin, 26: 441-446, 1951. 


Congenital Pyloric Stenosis.—The picture in pyloric stenosis is 
classic and the condition is easily diagnosed. The baby, usually 
male, seems normal at birth; from about five or six days to as 
late as three weeks after birth he begins to vomit occasionally. 
The vomiting becomes more frequent and forceful and finally 
is projectile, the vomitus being thrown several feet, partly 
through the nose. There is no bile in the vomitus. If the baby 
is watched closely after a feeding, contraction waves will be 
seen emerging from beneath the margins of the lower ribs on 
the left and passing across the abdomen to the right and slightly 
downward to disappear in the region of the pylorus. Often two 
and occasionally three waves are seen at once. With patience, in 
most cases a small hard tumor mass can be felt in the right por- 
tion of the abdomen slightly above the level of the umbilicus. 
The baby rapidly loses weight; the skin becomes wrinkled and 
the stools and urine scanty. Roentgenograms are rarely needed 
for diagnosis but when done show a high grade pyloric obstruc- 
tion.—Richard Joseph White, M.D., Congenital Lesions of the 
Alimentary Tract in Infants and Children, Texas State Journal 
of Medicine, November, 1951. 


HODGKIN’S DISEASE—WELCH AND EPSTEIN 1221 


ACQUIRED ICHTHYOSIS IN 
HODGKIN’S DISEASE 


REPORT OF A CASE 
John L. Welch, M.D. 


and 


Ervin Epstein, M.D., Oakland, Calif. 


In patients with Hodgkin’s disease involvement of the 
skin by any of several lesions is well recognized. The 
onset of ichthyosis vulgaris in an adult with no previous 
personal or familial history of this disease is unusual. 
Therefore, the simultaneous occurrence of Hodgkin’s 
disease and ichthyosis leads one to suspect a cause and 
effect relationship. Two cases of this combination have 
previously been reported.' In addition, one case of lym- 
phosarcoma has been reported accompanied by acquired 
ichthyosis.* This association is considered to be of in- 


Fig. 1.—Skin of back at time of the patient’s entry into the hospital. 


terest because the onset of ichthyosis in a patient with no 
other visible lesions may be the clue to an otherwise 
occult Hodgkin’s disease or lymphosarcoma. In the fol- 
lowing patient, the cutaneous lesion was the presenting 
complaint. A single painless lymph node was all but un- 
noticed by him; yet it disclosed the histologic diagnosis 
of Hodgkin’s disease. From the dermatologic standpoint, 
the acquired ichthyosis was a sufficient clue to initiate a 
search for an underlying lymphoblastoma. 


REPORT OF A CASE 


The patient, a 55-year-old white man, was admitted to the 
hospital on March 5, 1951, with symptoms of dryness and crack- 
ing of the skin, accompanied by burning pain. He related that 


From the Medical Service, Veterans Administration Hospital, Oakland, 
Calif. 

Reviewed in the Veterans Administration and published with the 
approval of the Chief Medical Director. The statements and conclusions 
published by the authors are the result of their own study and do not 
necessarily reflect the opinion or policy of the Veterans Administration. 

1. (a) Ronchese, F.: Ichthyosiform Atrophy of the Skin in Hodgkin's 
Disease, Arch. Dermat. & Syph. 47: 778 (June) 1943. (b) Glazebrook, 
A. J., and Tomaszewski, W.: Ichthyosiform Atrophy of the Skin in Hodg- 
kin’s Disease: Report of Case with Reference to Vitamin A Metabolism, 
ibid. 50: 85 (Aug.) 1944. 
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he had been well until 1946, when he noted the onset of rheu- 
matoid arthritis, which became progressively severer until 1948. 
There had been intermittent remissions and exacerbations of 
joint symptoms. In October, 1950, he noted the onset of dry- 
ness of the skin of his legs, trunk, and back. This had become 
gradually more marked and caused him considerable discom- 
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Fig. 2.—Section through axillary lymph node, showing Hodgkin's granu- 
loma (x 200), 


fort. He had lost 15 Ib. (7 kg.) in weight over the previous four- 
year period, but said he had no other symptoms, except residual 
pain and stiffness in some joints. His family history revealed no 
evidence of ichthyosis in his relatives. 

On physical examination, findings were normal throughout, 
except for his skin and an enlarged left axillary lymph node. 
His entire skin was dry, with considerable pseudoscaling. The 
cutaneous surface was divided into irregular polygonal areas by 


ion 


Fig. 3.—Section of skin of back, showing ichthyosiform atrophy. 


superficial lines traversing the skin in various directions, espe- 
cially over the back, abdomen, and legs. A single large node 
was palpable deep in the left axillary fossa. It was smooth, fixed, 
and nontender. No other enlarged glands were noted. 


2. Glazebrook, A. J., and Tomaszewski, W.: Ichthyosiform Changes of 
the Skin Associated with Internal Diseases, Arch. Dermat. & Syph. 55: 
28 Gan.) 1947. 
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Results of hematologic studies were normal except for a slight 
predominance of neutrophils in the initial differential blood 
count. The blood Kahn reaction was negative. Serum proteins 
and the albumin-globulin ratio were normal. Results of liver 
function studies, including cephalin flocculation, thymol turbid- 
ity, plasma cholesterol and esters, and sulfobromophthalein ex- 
cretion, were all normal. Urinalysis disclosed no abnormalities. 
X-ray studies of the chest revealed no evidence of enlarged medi- 
astinal nodes. X-rays of the abdomen showed no identifiable 
enlargement of the spleen. Studies of the upper gastrointestinal 
tract revealed coarsening of the mucosal pattern of the small 
bowel, with clumping and segmentation of barium, a so-called 
deficiency pattern, without visualization of tumefaction in the 
bowel wall. 

Excision-biopsy of the enlarged axillary lymph node was car- 
ried out, and microscopic examination showed distortion of the 
normal nodal architecture by bands of fibrous tissue, and re- 
placement of the major portion of the glandular parenchyma by 
a reticulum of connective tissue, supporting numerous large cells 
with one to several large, round, or irregular dark nuclei. In- 
creased numbers of eosinophils were seen in some areas. Re- 
ticuloendothelial proliferation and numerous abnormal mitoses 
were noted. The capsule was thickened by dense connective 
tissue. The histologic diagnosis was Hodgkin's disease of a lymph 
node (Dr. Bruno Gerstl). 


‘ 


Fig. 4.—Skin of back at time of the patient's discharge from the hospital. 


Biopsy of the skin showed diminution of the granulosa cell 
layer of stratified squamous epithelium with absence and/or 
diminution of rete pegs. Hyperkeratosis was noted in some areas. 
The collagen fibers of the papillary layer appeared somewhat 
more homogenous in staining and less acidophilic than those in 
the deeper layers. Only one sebaceous gland was noted in three 
sections. The histologic diagnosis was ichthyosis vulgaris. 

Results of needle biopsy of the liver were interpreted as with- 
in normal limits. 

After surgical removal of the single enlarged lymph node, 
deep x-ray therapy was administered to the left axilla and to 
the midabdomen, a total dose of 3,800 r being given over a 
period of 15 days. Vitamin A, 100,000 units, was given daily, 
orally. The patient’s course in the hospital was favorable. 
Gradual weight gain was noted, and the skin dryness and fissur- 
ing gradually improved. No new lymph node or organ involve- 
ment was noted, and he was discharged from the hospital on 
May 10, 1951. 

COMMENT 

The cutaneous lesions that occur in the lymphoblas- 
tomas may be divided into those considered to be spe- 
cific and those classified as nonspecific. The former are 
those that show the histologic architecture of the under- 
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lying disease or occur with such frequency as to be con- 
sidered characteristic of the disease. The nonspecific (or 
toxic or -id) lesions are those that frequently appear 
during the course of the lymphoblastoma but are not 
diagnostic of the basic process. 

In a previous study of 156 cases of Hodgkin’s disease,* 
83 (53.2% ) were found to have involvement of the skin. 
Nonspecific lesions occurred four times as frequently as 
specific ones (51 as against 12 cases). In the former 
group, the following lesions were noted: hemorrhagic 
lesions (4 cases), pigmentation (15 cases), pruritus (12 
cases), maculopapules (12 cases), herpes zoster (4 
cases), bullae and vesicles (3 cases), and stomatitis and 
urticaria (1 case each). The specific lesions included ex- 
foliative erythroderma (8 cases), ulcers, sinus forma- 
tions, and nodules (2 cases each). The absence of ich- 
thyosis is noteworthy. 

The type of ichthyosis discussed in this paper could 
not be considered as a histologically specific lesion, as 
microscopically the picture is indistinguishable from that 
seen in congenital ichthyosis. However, further experi- 
ence may prove that it is a clinically specific lesion. 

The fact that liver disease was found in two of the 
three previously reported ‘ cases in association with low 
serum vitamin A levels has led to the hypothesis that in- 
terference with vitamin A metabolism in the liver is 
responsible for the skin manifestations of ichthyosis. 
Investigation of the vitamin A metabolism in congenital 
ichthyosis has been carried out,’ and the value of vitamin 
A therapy in this condition has been advanced by some 
but refuted by others.* The onset of ichthyosis in a sol- 
dier with jaundice, and what was thought to be cirrhosis, 
was noted by one of us (E. E.) in 1944, but follow-up of 
the case was not possible. 

Although vitamin A studies were not carried out in 
our case, the absence of symptoms of night blindness and 
lack of follicular hyperkeratosis suggest that avitaminosis 
A may not have been severe. The amelioration of the 
skin condition during oral vitamin A therapy coincided 
with general systemic improvement following x-ray ir- 
radiation and hence cannot be said to have been solely 
a response to the drug. 

This is the third case of acquired ichthyosis reported 
in Hodgkin’s disease. One case has previously been re- 
ported in association with lymphosarcoma. We have been 
unable to locate any report of this occurring in any other 
condition. In the one case associated with cirrhosis, ade- 
quate follow-up may or may not have eventually dis- 
closed that the patient was actually suffering from Hodg- 
kin’s disease, primary in the liver. Therefore, one may 
suspect that acquired ichthyosis is a toxic eruption, due 
to Hodgkin’s disease. Certainly, its appearance should 


make the clinician suspect that the patient has a more. 


serious condition than the simple ichthyosis. 


SUMMARY 
A case of acquired ichthyosis is reported, in which 
Hodgkin’s disease of a lymph node was discovered sub- 
sequent to hospitalization. The exact mechanism by 
which Hodgkin’s disease influences the development of 
ichthyosis is not known, but it is thought by some to be 
due to liver damage and impairment of vitamin A me- 
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tabolism. These factors were not shown to be operative 
in this case. The appearance of acquired ichthyosis vul- 
garis should suggest to the clinician the possibility of 
co-existing Hodgkin’s disease or lymphosarcoma. 


3. Epstein, E., and MacEachern, K.: Dermatologic Manifestations of 
the Lymphoblastomata-Leukemia Group, Arch. Int. Med. 60: 867 (Nov.) 
937. 
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HERETOFORE UNDESCRIBED AEROBIC 
SPORE FORMING BACILLUS IN 
CHILD WITH MENINGITIS 


Dan P. Boyette, M.D., Ahoskie, N.C. 
and 


Fred L. Rights, Ph.D., Detroit 


The encountering of a new organism, which, on com- 
petent bacteriological study, is found to be one never 
before described and not known to be naturally patho- 
genic, is an experience we feel should be recorded. We 
believe the following case report will interest both the 
clinician and the bacteriologist. 


REPORT OF A CASE 


On Dec. 5, 1948, a S-day-old Negro boy was examined 
because of convulsions. He had been delivered at home by a 
midwife after a full-term, uncomplicated pregnancy. Neonatal 
course was uneventful until the night before the day of admission, 
when the first convulsion occurred. He was breast fed, and the 
mother showed no signs of illness. Family history was non- 
contributory. There were no concomitant or recent illnesses 
among the siblings or the parents. When the infant was first seen 
by us, physical examination showed negative results. The cord 
was sloughing from the umbilicus and the temperature was 
normal. While in the clinic, the infant had a mild, generalized, 
tonic-clonic convulsion. Tetany of the newborn infant was sus- 
pected, and 5 cc. of 10% solution of calcium gluconate was 
administered intravenously, with immediate relief of the con- 
vulsion. Vitamin K, 5 mg., and 1,500 units of tetanus antitoxin 
were given prophylactically. The child was kept at the clinic for 
further observation. In a few hours, the convulsion recurred; 
at this time, admission to the hospital was advised. 

On admission, no further positive physical findings were noted, 
but lumbar puncture revealed bright yellow, cloudy spinal fluid 
under no increased pressure. The white blood cell count was 
4,500 per cu. mm., with 95% polymorphonuclears, and direct 
smear of the sediment revealed a number of small, slender, gram- 
negative rods. We thought that we were dealing with Hemophilus 
influenza meningitis of the newborn infant. Dihydrostrepto- 
mycin, 0.1 gm. every three hours, and sulfadiazine, 0.25 gm. 
every four hours, were prescribed. 

On the following morning, the infant’s condition was aggra- 
vated; the fontanel was bulging; the neck was stiff; and the 
temperature was 103.6 F. At this time, examination of the 
cultured spinal fluid revealed a large gram-negative bacillus with 
early spore formation. The appearance was peculiar in’ that the 
spore was subterminal, not completely differentiated from the 
remainder of the organism, and was trailed by the greater portion 
of the body of the bacillus. The technician reported a superficial 
resemblance to spermatozoa (see figure). 

It was now certain that this was not a case of H. influenza 
meningitis. Penicillin, 20,000 units every three hours, was added 
to the therapy. The infant’s condition became progressively 
worse, and he died on the third hospital day. 
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Autopsy.—Autopsy, performed six hours postmortem, 
revealed no abnormal findings beyond the central nerv- 
ous system. The brain was covered with a thick, grayish 
exudate, and the base of the brain was almost liquefied. 
The umbilical cord had recently dropped off, and the 
stump was clean. The umbilical vessels in the abdomen 
were patent and showed no signs of infection. All the 
organs were normal. Cultures of the heart blood, liver, 
and umbilical vessels were sterile. Culture of the brain 
revealed the same organism that was obtained from the 
original lumbar puncture. Sections from the various 
organs contributed no information of importance. 

Bacteriological Study.—The organism in question 
proved to be a large, gram-variable, spore forming, 
aerobic bacillus, which, in young cultures, appeared as 
pleomorphic gram-negative rods. The enlarged portion 
of the pleomorphic rod did not look like a spore on first 
examination, since the spore walls were thick and stain- 


Photomicrograph of smear from 24 hour culture of the organism, show- 
ing the bacillus, early spore formation, and spores. 


able and remained undifferentiated from the remainder 
of the organism. These large, swollen, subterminal ellip- 
soidal spores developed in 48 hours and stained darker 
than the vegetative portion of the organism, which, after 
18 hours, became gram-negative. The spore forming 
nature of this organism was further demonstrated by its 
resistance to heat. Vials of emulsion of the culture im- 
mersed in a water bath at different temperatures showed 
the following survival times. If the temperature was 50, 
60, or 80 C, there was growth after two hours of ex- 
posure; however, if the temperature was 100 C, there 
was growth after 15 minutes’ exposure but not after 30 
minutes’ exposure. 

Young colonies on a dry, nutrient agar plate were 
large, white, flat, and translucent. In 48 to 72 hours, the 
colonies became light tan, dull, opaque, raised, slightly 
rough, and tenaciously adherent to the agar surface. 
Growth in semi-solid agar or on the surface of media 
containing glucose revealed a highly active motile rod 
that swarmed across the surface. Appreciable amounts of 
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ammonia were produced by growth on nutrient agar 
media after it had stood unopened for several days. 

The other pertinent cultural characteristics may be 
summarized as follows. Lactose, xylose, mannitol, 
methyl red, acetyl-methyl-carbinol, citrate, indol, and 
hydrogen sulfide were not fermented. The organism pro- 
duced acid from sucrose, with no gas, and also from 
dextrose, with no gas, and a final pH of 5.0. Starch was 
not hydrolyzed, and there was slow liquefaction of gela- 
tin. 

The organism was not pathogenic for mice by the 
usual routes of inoculation but was mildly pathogenic 
when injected intracerebrally, producing a transient and 
occasionally fatal meningitis. One of every three mice so 
inoculated died in seven days, and the organism was 
recovered. 

In vitro sensitivity studies on the organism revealed the 
following data: the organism was resistant to 50 mg. of 
sulfadiazine and to 20 mg. of streptomycin but was 
sensitive to 0.25 units of penicillin. 


COMMENT 

Culturally and morphologically, this organism is pre- 
sumably related to Bacillus circulans,' but certain fea- 
tures, especially its inability to hydrolyze starch, set it 
apart from B. circulans on a strictly toxonomic basis. A 
review of all available literature fails to reveal any men- 
tion of such an organism; however, it must be recognized 
that members of the genus Bacillus frequently show char- 
acteristic sufficiently variant to preclude the considera- 
tion of this organism as an entirely new species, but it 
is certainly a heretofore undescribed variant. 

It is supposed that the umbilicus was the portal of 
entry in this case, although there was no obvious sign 
of infection about the umbilical vessels at the time of 
autopsy. There is only speculation as to the origin of the 
recovered organism. In retrospect, penicillin was the 
drug of choice and possibly could have effected recovery 
had it been administered early in the course of the dis- 
ease. 

SUMMARY 

A case of meningitis in a 5-day-old Negro boy due 
to a heretofore undescribed aerobic spore forming bacil- 
lus is discussed with a detailed report of the course of 
illness and autopsy findings and with a complete descrip- 
tion of the bacteriological study made of the bacillus. 
According to in vitro sensitivity studies, penicillin is 
effective against this organism. 

217 W. Main St. (Dr. Boyette). 


1. Bergey, D. H.: Bergey’s Manual of Determinative Bacteriology, 
ed. 6, Baltimore, Williams and Wilkins Co., 1948, p. 722. 


Confidence and Hope.—Honesty of purpose and determination 
to succeed stand out in a doctor’s attitude and create confidence 
and hope in the patient. Obviously, half-hearted vacillation 
creates doubt and anxiety. That miserable self-protective process 
of hedging on diagnoses by making every possible guess and 
sharing the resulting doubts with the patient is plain cowardice. 
If we are to produce the useful sentiment of hope in patients, 
we must be both hopeful and honest. If we are to inspire faith, 
we must be wholeheartedly determined to do our best. If we 
are to inspire courage, we must have and show it ourselves.— 
John J. Noonan, M.D., Practical Aspects of Doctor Patient Re- 
lations, The Journal of the International College of Surgeons, 
December, 1951. 
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COUNCIL ON PHYSICAL MEDICINE 
AND REHABILITATION 


The Council on Physical Medicine and Rehabilitation has 
authorized publication of the following article. 


RaLPH E. De Forest, M.D., Secretary. 


AVAILABILITY OF MATERIALS FOR PHYSICAL 
MEDICINE EQUIPMENT 


The Council on Physical Medicine and Rehabilitation, through 
a letter signed by the Chairman, Frank H. Krusen, M.D., re- 
quested of the National Production Authority, a division of the 
Department of Commerce, adequate supplies of materials for 
the manufacture of physical medicine equipment. The cordial 
spirit of cooperation is exemplified in the following letter from 
the National Production Authority, signed by Mr. Howard A. 
Pringle, Director, Scientific and Technical Equipment Division. 
The letter, dated Nov. 26, 1951, addressed to Dr. Krusen follows: 

“We appreciate very much your letter of October 23rd and 
your interest in the Government's efforts to make adequate pro- 
vision for equipment and supplies used in physical medicine 
and rehabilitation. 

“In administering that part of the Defense Production Act 
for which it is responsible, it has been the policy of the National 
Production Authority to consider first the direct defense needs 
of the military and the requirements for public health and safety. 

“The Scientific and Technical Equipment Division has so far 
been able to allocate sufficient materials to the producers of 
physical therapy equipment to meet all essential demands. It is 
true that some difficulty has been experienced by producers of 
this equipment in actually obtaining materials and components 
but, to the best of our knowledge, this difficulty does not stem 
from any restrictions placed upon the producers by NPA orders 
or regulations. In many cases the producers of this type of 
equipment use components which are required for munitions 
and these components are consequently not as readily available 
as they would be in normal times. Whenever it is necessary, the 
National Production Authority, either in Washington or through 
its various field offices, stands ready to assist producers of essen- 
tial equipment if a real hardship exists. You will understand, 
of course, that we should avoid committing quantities of ma- 
terials to the production of physical therapy equipment beyond 
those quantities actually needed or beyond which the industry 
does not have the capacity to consume. In judging individual 
applications for material allotments, a moderate curtailment of 
the actual amounts requested may result from an analysis of 
the application. To the best of our knowledge, however, allo- 
cations currently being made to the industry have proved, in 
all cases, to be adequate. 

“If it should come to the attention of your Council that the 
medical profession at any time experiences a hardship resulting 
fron¥an inadequate supply of professional equipment, we would 
sincerely appreciate having you bring it to our attention.” 


The Council on Physical Medicine and Rehabilitation has 
authorized publication of the following reports. 


RaceH E. De Forest, M.D., Secretary. 


AUREX HEARING AIDS, MODELS L AND M, ACCEPTED 

Manufacturer: Aurex Corporation, 1117 N. Franklin St., 
Chicago 10. 

The Aurex Hearing Aids, Models L and M, are electrical in- 
struments housed in a plastic case. Excluding the clothing clips, 
they measure 68 by 60 by 20 mm. Model L requires a B-battery 
at 30 volts (i. e., two 15-volt cells in series) and weighs 115 gm. 
with batteries. Model M is designed for a B-battery at 15 volts, 
and weighs 109 gm. with batteries. Compensatory adjustments 
are accessible to the technician which, combined with variety 
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of receivers with different response characteristics, permit ad- 
justment to various types of hearing deficiencies. There is no 
tone control. 

Tests in a laboratory acceptable to the Council showed that 
these two instruments satisfied the minimum requirements of 
the Council for acceptance of hearing aids. The Council on 
Physical Medicine and Rehabilitation voted to include the Aurex 
Hearing Aids. Models L and M, in its list of accepted devices. 


DAHLBERG JUNIOR HEARING AID, 
MODEL D-2, ACCEPTED 

Manufacturer: The Dahlberg Company, 2730 W. Lake St., 
Minneapolis 16. 

The Dahlberg Junior Hearing Aid, Model D-2, is an electri- 
cal instrument housed in a metal case with the microphone open- 
ing in a plastic top grille. It has an air conduction receiver with 
plastic-coated cord. The batteries are housed in the base under 


Dahlberg Junior Hearing Aid, Model D-2 


a Slip cover. The over-all dimensions are 108 by 26 by 25 mm., 
and the weight, with batteries, is 86 gm. 

Tests in a laboratory acceptable to the Council showed that 
this instrument satisiied the minimum requirements of the Coun- 
cil for acceptance of hearing aids. The Council on Physical 
Medicine and Rehabilitation voted to include the Dahlberg 
Junior Hearing Aid, Model D-2, in its list of accepted devices. 


EDIN ELECTROENCEPHALOGRAPH, MODEL 
400 A SERIES, ACCEPTED 


Manufacturer: Edin Company, Inc., 207 Main St., Worcester 
8, Mass. 

The Edin Electroencephalographs are devices for making di- 
rect tracings in ink of the potentials asseciated with cerebral 
activity. Model 408 A is an &-channel instrument in the form 
of a metal console on casters, shaped very much like a writing 
desk. The 6-channel and 4-channel instruments are respectively 


designated 406 A and 404 A. 


volt 60-cycle aternating current 
is needed, and the power con- 
sumption is 900 watts. 

The following data relate to 
the 8-channel instrument: Un- 
packed, the weight is I81 kg. 
(400 Ib.) and the dimensions 104 
(height) by 122 by 68 cm. (41 
by 48 by 27 in.). Crated, the 
shipping weight is 295 kg. (650 
lb.) and the dimensions 127 by 
152 by 86 cm. (S50 by 60 by 34 
in.). The shipping weight in- 
cludes 6 packs of recording 
paper, one 8-ounce bottle of purple ink, | bottle of ink remover, 
| spare pen 10 cm. (4 in.) long, and a set of the Alien wrenches 
required for adjustments. 


For operation, a source of 115- 


Edin Electroencephalograph 
Model 400 A Series 


Physical and clinical tests in laboratories acceptable to the 
Council gave evidence that this instrument satisfied the pub- 
lished minimum requirements of the Council for acceptable 
electroencephalographs. 

The Council on Physical Medicine and Rehabilitation voted 
to include the Edin Electroencephalograph, Model 400 A 
Series, in its list of accepted devices. 
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THE CHICAGO MEETING 


Next week’s issue of THE JOURNAL (April 12) will be 
the Convention Number. It will contain information on 
the scientific program, organizational activities, and ex- 
hibits. With each passing year this issue becomes larger, 
which seems entirely proper as the activities of the Asso- 
ciation at the annual meeting are increasing in scope and 
appeal. Thousands of physicians have already decided to 
attend the 1952 annual meeting of the American Medical 
Association in Chicago. Others who have not yet made 
plans for the coming meeting are advised to make appli- 
cation now for hotel accommodations (for which see 
advertising pages 24 and 25). Attendance at the Chicago 
Session will be a satisfying experience for those who want 
to obtain scientific information from lectures, demonstra- 
tions, films, television, and exhibits; who want to renew 
old acquaintances; and who want to join in the social 
activities possible at an A. M. A. meeting in a city like 
Chicago. 


ANIMALS FOR RESEARCH 


, The medical profession and others interested in re- 
search must constantly be on the alert to prevent the 
comparatively small but vocal group of men and women 
who would prevent by legislation research on animals in 
this country. This group pleads for the welfare of dogs, 
but it is obvious that, if dogs were excluded from research 
laboratories, it would not be long before the plea was 
taken up for cats, guinea pigs, or parrots, in fact, any 
form of animal life that the group could use for publicity 
purposes. Fortunately, newspapers throughout the coun- 
try often spring to the defense of researchers, so that the 
public may be properly informed on this important sub- 
ject. One of the best recent editorials appeared in the 
March 4 edition of the New York Times, entitled “In- 
stead of Animals—What?” It reads as follows: 


The Metcalf-Hatch bill, which was framed with the intention 
of turning over to research laboratories impounded domestic 
animals that would ordinarily be killed, aroused the expected 


1. Jailer, J. W., and Knowlton, A. I.: Simulated Adreno-Cortical Ac- 
tivity During Pregnancy in an Addisonian Patient, J. Clin. Investigation 
29: 1430, 1950. 

2. Tarantino, C.: Sulla presenza di ACTH nella placenta, Folia endo- 
crinol. 4: 197, 1951. 


opposition of anti-vivisectionists. Bitter as this opposition was, 
it was redeemed by the more sensible attitude adopted by humane 
societies organized for the prevention of cruelty to animals. The 
societies found themselves in the anomalous position.of de- 
manding the death of impounded animals rather than permit 
scientific experimenters to prevail. Now it is realized that no 
matter what happens in the pounds the work of seeing that 
stray dogs are dealt with humanely should go on. 


Far more important than the fate of a dog in a pound is 
human health and life. At this late day it should no longer be 
necessary to emphasize the enormous and rapid progress that 
medicine has made in the last fifty years because it has been pos- 
sible to test new therapeutic measures as well as vitamins, 
hormones and new drugs on animals. What substitute is there 
for animal experimentation if medical progress is not to be re- 
tarded, even halted? 


A dog may be man’s best friend in the animal world, but there 
is not a religion in the world, not a system of morality, not a 
code of medical ethics that does not put the most unworthy 
human being above any dog. The antiviyisection cause would 
gain more adherents than it has if its champions would come 
forth with practical suggestions which would enable biologists 
and medical men to discover a cure for cancer, for paralysis in 
all its forms and for a hundred other baffling diseases without 
experimenting on animals. 


The Hatch-Metcalf Bill, which was introduced in New 
York State, obviously is of great interest to the medical 
profession and all who are interested in research in this 
state. It has passed both legislative houses in New York 
State and has been signed by the Governor. What its full 
effect on animal research will be remains to be seen, but 
the New York Times is to be commended for its practical 
presentation of the issue. 


ADRENOCORTICOTROPIC ACTIVITY OF 
PLACENTAL EXTRACTS 


Among the factors that tend to restrict the use of corti- 
cotropin are the limited supply of the hormone and the 
occasional development of foreign protein allergic reac- 
tions. Recent reports that human placental extracts and 
urine from pregnant women have considerable adreno- 
corticotropic activity may therefore prove of practical 
interest. 

Jailer and Knowlton,' in 1950, employing the adrenal 
ascorbic acid depletion test in newborn and hypophysec- 
tomized rats, found that acetone-dried placental ffsues 
from a patient with Addison’s disease showed appreci- 
able corticotropic activity, which was still present after 
the extracts were boiled, a procedure known to destroy 
gonadotropic and posterior pituitary hormones. Taran- 
tino * prepared extracts from both human and bovine 
placentas that decreased both the adrenal ascorbic acid 
and circulating eosinophils in hypophysectomized rats. 
The active principle resembled pituitary corticotropin in 
being thermostable, dialyzable, and sensitive to formalde- 
hyde. Studies with bovine placenta showed the adreno- 
corticotropic activity to be present in the chorion and not 
in the decidua, lending support to the idea that the 
placenta elaborated, and did not merely store, the active 
substance. 
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Opsahl, Long, and Fry * noted that both chorionic 
gonadotropin and heat-inactivated chorionic gonado- 
tropin prepared from the urine of pregnant women 
inhibited the dermal spreading of India ink with hyalu- 
ronidase, an effect provoked apparently only by corti- 
cotropin or by the 11-oxygenated adrenal cortical 
steroids. Both preparations were active in hypophysecto- 
mized and castrated animals but completely ineffective in 
animals subjected to adrenalectomy, thus ruling out the 
possibility that the effect was mediated either through 
the ovaries or by an adrenal steroid-like substance. Sub- 
sequently, Opsahl and Long* prepared human placenta 
extracts with a hyaluronidase inhibiting effect in normal 
and hypophysectomized animals but not in animals sub- 
jected to adrenalectomy or to both hypophysectomy and 
adrenalectomy. There was, however, no inhibiting effect 
with extracts of beef muscle or with serum albumin. The 
placental extracts also caused a decrease in adrenal as- 
corbic acid and a fall in eosinophils in hypophysecto- 
mized rats and mice. When fresh placental tissue was ex- 
tracted, fractions with corticotropin activity comparable 
to that of standardized commercial anterior pituitary 
corticotropic preparations could be obtained. Frozen 
and stored placental tissues yielded considerably less 
potent extracts. 

These reports may offer an explanation both for the 
reported beneficial results from the use of postpartum 
plasma ° and placental extracts ° in rheumatoid arthritis 
and for the observed effects of pregnancy in certain of the 
so-called collagen diseases. In addition, they represent a 
noteworthy contribution to our understanding of the 
placenta as an organ of internal secretion. 


RELATION OF VITAMIN D MILK TO 
INCIDENCE OF RICKETS 


To those who remember the high incidence of rickets 
in the early twenties and before, the present situation in 
which there is almost complete absence of rickets in the 
United States as a whole is little short of miraculous. In 
the early twenties the children’s wards generally con- 
tained many examples of early and advanced rickets. 
Then, it was easy to demonstrate a variety of early 
rachitic deformities in almost any children’s ward; now, 
at many medical schools it is difficult to find babies with 
rickets or rachitic deformities to use as examples in teach- 
ing. To what factors may this great decrease in the inci- 
dence of rickets be attributed? 

In those days and certainly by the early thirties the 
use of vitamin D preparations such as cod liver oil was 
widely recommended in this country, but in spite of this 
fact THE JOURNAL in 1933 said: “Whatever the explana- 
tion may be, the fact remains that the incidence of rickets 
is still too great and will continue to be until some cheap, 
generally available, agreeable source of vitamin D is 
provided. Vitamin D milk seems to offer promising pos- 
sibilities of meeting these requirements.” ' 

It was at about this time that the Council on Foods 
and Nutrition of the A. M. A. initiated its program of 
encouraging production of vitamin D milk. Other groups 
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interested in public health and the state of national nu- 
trition, both private and governmental agencies, joined 
with industry in this movement. The practice of fortify- 
ing milk with vitamin D has expanded steadily since that 
time. 


In the fourth edition of “Infant Nutrition,”’* published 
in 1947, about 14 years after the introduction of vitamin 
D milk, Dr. P. C. Jeans wrote, “Rickets still is found with 
some frequency in some of our larger cities, especially 
among the dark skinned races, but it has almost disap- 
peared in the country as a whole. At many medical 
schools the finding of babies with rickets to use as ex- 
amples in teaching has become difficult.” Dr. Jeans then 
compared current conditions with an estimate made in 
New York City early in the 1930's, at which time ap- 
proximately 15% of babies chosen at random from a low 
economic level had rickets of a clinically significant 
degree. 

Today a high proportion of bottled miik and prac- 
tically all evaporated milk is fortified to the recom- 
mended level of 400 units of vitamin D to the quart or 
reconstituted quart, which is sufficient in the customary 
amounts fed to infants to prevent rickets and to satisfy 
the needs of growth. 

Growing children need vitamin D as much as do 
infants, and in similar amounts. As the child grows 
beyond the close watch of the physician, the importance 
in his nutrition of an automatic source of vitamin D 
ingested regularly with the food is great indeed. While 
it must be realized that these facts do not prove that 
vitamin D milk has been the cause of bringing rickets 
almost to the vanishing point, it is believed that the broad 
background of this development justifies the assumption 
that vitamin D milk has been an effective public health 
measure. The cooperation of the milk industry as a 
whole is deserving of high praise. 

The seal of the Council on Foods and Nutrition ap- 
pearing on a bottle of milk or a can of evaporated miik 
implies far more than certification of truthful labeling 
or of the stated vitamin D content of the product; it 
implies, in addition, approval of a voluntary cooperative 
project by industry and organized medicine that was the 
first venture in this country into tHe area of fortification 
of a major article of food. Vitamin D miik was not in- 
tended as an adjunct to the practice of medicine. It 
should be regarded by the physician as a public health 
measure that has been a factor in eliminating a dietary 
deficiency disease on a communal scale. 


3. Opsahl, J. C.; Long, C. N. H., and Fry, E. G.: Chorionic Gonado- 
trophin, ACTH, and the Adrenal-Hyaluronidase Relationship, Yale J. Biol, 
& Med. 23: 399, 1951. 

4. Opsahl, J. C., and Long, C. N. H.: Identification of ACTH in 
Human Placental Tissue, Yale J. Biol. & Med. 24: 199, 1951. 

5. Granirer, L. W.: Clinical Response of Rheumatoid Arthritis to 
Postpartum Plasma: A Two Year Study, J. A. M. A. 146: 995 (July 14) 
1951. 


6. Dillon, R. N., and Majnarich, J. J.: Placental Extract in Treatment 
of Rheumatoid Arthritis, Northwest Med. 50: 677, 1951. 

1. The Mineralization and Vitaminization of Milk, editorial, J. A. M. A. 
101: 1728 (Nov. 25) 1933. 

2. Jeans, P. C., and Marriott, W. M.: Infant Nutrition: A Textbook 
of Infant Feeding for Students and Practitioners of Medicine, St. Louis, 
Cc, V. Mosby Co., 1947, p. 416. 
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ORGANIZATION SECTION 


FEDERAL MEDICAL LEGISLATION 


Indian Health Service 


Representative Judd of Minnesota introduced H. R. 6908, which 
proposes to transfer the administration of health services for 
Indians and the operation of Indian hospitals from the Depart- 
ment of the Interior to the United States Public Health Service. 
This bill is identical with S. 2780, previously reported. 


Industrial Safety 


H. R. 6920 was introduced by Representative Bailey of West 
Virginia. This bill would provide for federal assistance to state 
agencies administering labor laws in their efforts to promote, es- 
tablish, and maintain safe work places and practices in indus- 
tries, thereby reducing human suffering and financial loss and 
increasing production through safeguarding available manpower. 
There is an identical bill, S. 2714, in the Senate. 


Veterans Presumption of Service Connection Benefits 


Representative Adair of Indiana introduced H. R. 7022, which 
would amend Veterans Administration regulations to establish 
for persons who served in the armed forces during wartime a 
further presumption of service connection for nonpulmonary 
tuberculosis. The present regulations establish only a one year 
presumption of service connection for nonpulmonary tubercu- 
losis for World War II veterans. This bill was introduced at the 
request of the Veterans of Foreign Wars. 

Another bill, H. R. 7031, introduced by Representative Price 
of Illinois. would amend the Veterans Administration regula- 
tions to establish a conclusive presumption of service connection 
for poliomyelitis becoming manifest within one year after sep- 
aration from active wartime service, or service after June 26, 
1950. 


Income Tax Deduction for Medical Expense 


Representative Morano of Connecticut introduced H. R. 7042 
proposing to amend section 23 (X) of the Internal Revenue Code 
to increase the maximum allowable deduction for medical ex- 
penses. The bill seeks to amend the present law permitting de- 
duction from income subject to taxation by increasing the 
maximum allowable deductions from $1,250 per person to 
$1,875, and increasing the maximum in a joint return of hus- 
band and wife to $7,500. Deductions are presently applicable for 
that portion of medical expense that exceeds 5% of gross 
income. 


STATE MEDICAL LEGISLATION 


Arizona 


Bills Enacted.—H. 2, has become Ch. 39 of the Laws of 1952. It pro- 
vides for the creation of an Arizona state board of nurse registration and 
nursing education for the licensing and regulating of professional and 
practical nurses. H. 10, has become Ch. 36 of the laws of 1952. It pro- 
vides for the creation of a beard of physical therapy examiners and defines 
physical therapy as the treatment of a bodily or mental condition by the 
use of the physical, chemical or other properties of heat, light, water, 
or electricity or by massage and active and passive exercise prescribed 
by a licensed physician but does not include the use of roentgen rays 
and radium for diagnostic and therapeutic purposes or the use of elec- 
tricity for surgical purposes, including cauterization. H. 39, has become 
Ch. 56 of the Laws of 1952. It creates a division of vocational rehabili- 
tation in the state board of vocational education which shall provide 
vocational rehabilitation services to disabled persons. Physical rehabilita- 
tion is defined to include physical restoration which means medical, 
surgical, or therapeutic treatment necessary to correct or reduce the 
employment handicap of a disabled person and includes medical, psychi- 
atric, dental, and surgical treatment, nursing service, hospital care not 
to exceed 90 days, convalescent home care, drugs, medical and surgical 
supplies, and prosthetic appliances. H. 76, has become Ch. 27 of the 
Laws of 1952. It amends the law relating to vital statistics by requirin 
persons having knowledge of the death of a human being in cases in 


The summary of federal legislation was prepared by the Washington 
Office of the American Medical Association and the summary of state 
legislation by the Bureau of Legal Medicine and Legislation. 


which no physician was in attendance to notify the nearest police officer 
who shall report the fact to the coroner. Where necessary the coroner 
may direct a medical examiner or other qualified physician to make such 
examination of the body as may seem necessary to determine the cause 
of death and to report the same to the coroner and the county attorney. 


Kentucky 


Bill Introduced.—S. 264, to amend the law relating to certification of 
births, proposes to require the attending physician or midwife to sign 
and file a certificate of birth with the local registrar of the district in 
which the birth occurred within 10 days after date thereof. 

Bills Enacted.—H. 137, was approved March 12, 1952. It is a new 
medical practice act which is applicable to physicians and osteopaths. 
Under this act, physicians and osteopaths are licensed on the same basis. 
H. 280, was approved March 12, 1952. It provides, among other things, 
that no person shall, in connection with the practice of medicine, surgery, 
osteopathy, optometry, dentistry, chiropody, pharmacy, chiropractic, psy- 
chology or psychiatry, nursing, anesthesiology, physiotherapy or physical 
therapy, or any other profession or business having for its purpose the 
diagnosis, treatment, correction, or care of any human ailment, condition, 
disease, injury, or infirmity, hold himself out as a doctor or employ or use 
in any manner the title doctor or “Dr.” unless he actually has graduated 
and holds a doctor’s degree from a school, college, or university or institu- 
tion authorized by its governing body to confer such degree. Such persons 
using such degree, furthermore, must affix suitable words or leters to 
statements, cards, prescriptions, and so forth, designating the particular 
doctor’s degree which he holds. 


Maryland 


Bill Enacted.—H. R. 35, was adopted March 3, 1952. It resolves that 
the Board of Regents of the University of Maryland be requested to 
study the possibility of providing a system of rotating interns and nurses 
so that competent nurses and interns who have gained valuable experience 
in the University hospital might spend some time in county hospitals. 


Massachusetts 


Bills Introduced.—S. 539, proposes the creation of a special commission 
to make an investigation and study of the conduct of the department of 
mental health. H. 2196, proposes to order the committee on public health 
to make an investigation and study relative to the compulsory hospi- 
talization of certain persons suffering from communicable tuberculosis 
and relative to the practice of corrective therapy by licensed corrective 
therapists. 

Bill Enacted.—H. 83, has become Ch. 89 of the Laws of 1952. It 
authorizes the board of health, by regulation, to proh'bit school children 
from attending public schools if they are infected with a disease dangerous 
to the public health or live in a househoid where such an infection or 
exposure exists. 


Michigan 

Bill Introduced.—S. 328, proposes to give medical service corporations 
to pay to the state commissioner of insurance a fee equal to 1 cent 
for each person covered by a contract issued by the corporation during 
the prior year and te authorize the commissioner to revoke the license 
of any medical care corporation or hospital care corporation which fails 
to pay such annual fee. 


Rhode Isiand 

Bills Introduced.—-H. 832, is a general amendment to the workmen's 
compensation act which provides, among other things, that an injured 
employee may select to treat him any physician or dentist authorized by 
the medical director. H. 853, to amend the basic science act, proposes 
to admit to examination a person who in 1940 was pursuing a course of 
study in an approved professional but who had not previously completed 
one year of professional collegiate education and training, and who was 
a resident of Rhode Is'!and for the last five years and at present is a 
resident of Rhode Island. 


A. M. A. TRANSCRIPTIONS 


The recently completed electrical transcription series, “Inter- 
lude,” has been requested by the International Broadcasting Di- 
vision of the U. S. Department of State for its radio transcription 
library used in overseas broadcasting on the Voice of America. 
A set of recordings has been forwarded to the International 
Broadcasting Division of the State Department, New York City. 

This series of transcriptions has just been released to county 
medical societies by the Bureau of Health Education. It con- 
sists of 13 programs, each setting forth the life and the music 
of a great composer plus medical facts relating to his principal 
health problem or the cause of his death viewed in the light of 
modern medicine. 
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CALIFORNIA 


Honor Drs. Meyer and Geiger.—The dinner meeting of the San 
Francisco Medical Society March 12 was in honor of Karl F. 
Meyer, Ph.D., director of the Hooper Foundation for Medical 
Research at the University of California, and Dr. Jacob C. 
Geiger, retiring director of public health of the City of San 
Francisco. They have been elected honorary members of the 
society. Dr. Meyer addressed the group on “The Rise of Pre- 
ventive Medicine.” 


Society News.—The Metropolitan Dermatological Society of 
Los Angeles has elected the following officers for 1952: Dr. 
Harold C. Fishman, Beverly Hills, president; Dr. Stanton B. 
May, Glendale, vice-president, and Dr. Fred Feldman, Los 
Angeles, secretary. Dr. Charles F. Nelson of Beverly Hills 
has been elected president of the Los Angeles Academy of 
General Practice for 1952. 


State Medica! Meeting in Los Angeles.—The annual meeting 
of the California Medical Association will be held at the Bilt- 
more Hotel, Los Angeles, April 27-30 under the presidency of 
Dr. H. Gordon MacLean, Oakland. Guest speakers at the gen- 
eral meetings include: 
Charles L. Brown, Philadelphia, Changing Concepts in Medical Treat- 
ment, 
William S. McCann, Rochester, N. Y., The Meaning of Disease. 
Lester R. Dragstedt, Chicago, Physiology of Gastric Secretion and the 
Ulcer Problem. 
Haven Emerson, New York, Medical Care and Public Health Service. 
Eugene P. Pendergrass, Philadeiphia, Role of the Radiologist in Diag- 
nosis of Chest Lesions. 
There will be 15 section meetings. The section speakers from out 
of the state will be Dr. James W. Kernohan, Rochester, Minn., 
professor of pathology, Mayo Clinic; Dr. Edith L. Potter, Chi- 
cago, associate professor of pathology, department of obstetrics 
and gynecology, University of Chicago, The School of Medicine, 
and Dr. Willis J. Potts, Chicago, associate professor of surgery, 
Northwestern University Medical School. Surgical films will be 
shown throughout the entire meeting, and there will be scientific 
and technical exhibits. The association’s cancer commission will 
hold preconvention conferences April 26 in pathology and radi- 
ology at the Biltmore Hotel and the auditorium of the Los 
Angeles County Medical Association. The woman's auxiliary 
will meet April 27-29 at the hotel. The annual golf tournament 
will be at the Wilshire Country Club the afternoon of April 29. 


DISTRICT OF COLUMBIA 


Personal. Dr. Walter A. Bloedorn, dean of George Washing- 
ton University School of Medicine, has been named to a three- 
year term as a member of the advisory committee on medicine 
and public health of the W. K. Kellogg Foundation. 


Regulation of BB Guns.—The District Society for the Preven- 
tion of Blindness is about to launch a program aimed at reducing 
injuries to children’s eyes by BB gun pellets. There have been 
nine such accidents in the district since Christmas. The society 
wants laws prohibiting sale of BB guns to children under 18 in all 
parts of the metropolitan area, as well as the added provisions 
requiring adult supervision and financial responsibilty. 


Research on Drugs.—Dr. John P. McGovern, assistant protes- 
sor of pediatrics at George Washington University School of 
Medicine, has received $8,000 in grants for research in the use 
of new drugs in the treatment of infants and children. White 
Laboratories has granted $4,500 for an evaluation of molyb- 
denum in iron compounds to determine its effectiveness in the 
treatment of iron deficiency anemias in infants and children. 
A grant of $3,500 has been received from Charles Pfizer and 


Physicians are invited to send to this department items of news of general 
interest, for example, those relating to society activities, new hosp tals, 
education and public health. Programs should be received at least three 
weeks before the date of meeting. 


Co., Inc., for studies of growth promoting factors in antibiotics 
in premature infants and antibiotic therapy in whooping cough. 
Dr. McGovern joined the university staff in 1950, as a Markle 
Foundation Scholar in Medical Science. He received the $500 
Borden Award in 1945 for research in whooping cough. 


GEORGIA 


University Appointment.—Dr. A. Calhoun Witham, formerly 
of Chamblee, who recently returned from studies at the Univer- 
sity of London, has joined the staff of the Medical College of 
Georgia, Augusta, as assistant professor of physiology. 


Barnesville Heaith Center.—This health center and maternity 
shelter in Barnesville was opened Dec. 16 as a project of Lamar 
and two adjoining counties. It provides health facilities and medi- 
cal care for a region unable to support a large hospital. Twelve 
beds are available for obstetric patients, who may be private 
patients and pay a nominal fee, or charity patients referred by 
the Lamar County Welfare Department. Accident cases may be 
admitted for temporary treatment before transfer. There are no 
facilities for major surgical procedures. The building also houses 
offices of the public health departments of three counties, mak- 
ing it a center of health activities in the community including 
pre- and postnatal clinics, dental care, sanitation, and diet 
control. 


ILLINOIS 


Tuberculosis Association Meeting.—The annual meeting of the 
Illinois Tuberculosis Association will be held April 21-22 at the 
Pere Marquette Hotel, Peoria, under the presidency of Dr. 
Kenneth G. Bulley, Aurora. The meetings will cover tuberculo- 
sis nursing, rehabilitation, health education, mass X-ray surveys, 
routine hospital admissions, and medical aspects of tuberculosis 
control. On April 22 Dr. Warren W. Furey, assistant clinical pro- 
fessor of roentgenology at Stritch School of Medicine of Loyola 
University, Chicago, will speak on “X-Raying Hospital Admis- 
sions from the Roentgenologist’s Viewpoint.” Dr. David T. 
Carr of the Mayo Clinic, Rochester, Minn., will speak on 
“Present Status of Antibacterial Therapy of Tuberculosis,” and 
Dr. Edgar M. Medlar of Hermann Biggs Memorial Hospital, 
Ithaca, N. Y., will discuss “Snipping Operation in the Treat- 
ment of Pulmonary Tuberculosis.” 


Mental Health Week.—The fourth annual observance of 
Mental Health Week in Illinois will be held May 4-10 with a 
program built around the theme, “Help Yourself to Mental 
Health.” Sponsored by the Ilinois Department of Public Wel- 
fare with the cooperation of social and civic organizations, the 
Mental Health Week program stresses both individual and com- 
munity action through education in mental health. It is a part of 
a nation-wide observance. The emphasis in Mental Health Week 
this year will be in two areas: (1) helping well people stay well, 
and (2) spreading the word on how communities may organize 
to provide themselves with mental health facilities. At the annual 
governor's luncheon in Springfield May 7, Governor Stevenson 
will present awards to outstanding employees of state mental 
hospitals. Open house will be held in each of the 12 state hos- 
pitals on Sunday, May 4. Numerous public and private clinics 
will also hold open house during the week. 

Mental Health Week activities will be in the forefront at 
the Mental Health Conference and dinner in Peoria April 14, 
when the Peoria Mental Hygiene Society will be host to the 
Illinois society and the three affiliate groups. A panel discussion 
on the volunteer services program in Illinois is scheduled. Pre- 
sentation of awards for the three best essays by student teachers 
on the “Significance of Mental Health for the Teacher” will be 
made May 12 at the Illinois Society for Mental Health meeting. 
The awards were established by Ronald P. Boardman, president 
of the society. First prize is $100; second and third prizes are 
$50 each. Fducational activities include distribution of litera- 
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ture, special programs in schools and by civic organizations, 
radio and television programs, and displays of posters. Informa- 
tion may be obtained by writing to Mental Health, Room 300, 
123 W. Madison St., Chicago 2. 


Chicago 

Neuropharmacologic Seminars.—Bruno Minz, of the laboratory 
of general physiology at the Sorbonne, Paris, is spending six 
months as visiting research professor of pharmacology at the 
University of Illinois College of Medicine. Dr. Minz is giving a 
series of seminars to graduate students. He is engaged in neuro- 
pharmacological studies on the transmission of impulses in the 
central nervous system and on the influence of hormones on con- 
vulsive thresholds. 


Tumor Institute to Have Radioactive Cobalt.—The Chicago 
Tumor Institute is to receive a supply of cobalt 60, radioactive 
cobalt, from the Oak Ridge (Tenn.) laboratory as soon as a new 
$150,000 building is erected by the institute to house it. Dr. 
Max Cutler, director of the institute, said it is expected the first 
patient will be treated with the cobalt next fall. The metal, 
about the size of a lump of sugar, will be shipped in a lead 
container weighing about 3,000 Ib. to protect against danger- 
ous rays. The so-called cobalt bomb is said to be equivalent in 
radiation to 500 gm. of radium. 


Lectures on Heart and Circulation—The Chicago Medical 
School is presenting a lecture series on the heart and circulation 
in Amphitheatre A, Wednesdays at 12:30 p. m. as follows: 
April 9, Louis N. Katz, Michael Reese Hospital, Recent Trends in 
Electrocardiography. 
Apri! 16, Aldo A. Luisada, Chicago Medical School, Auscultation and 
Phonocardiography. 
April 30, Jeremiah Stamler, Michael Reese Hospital, Atherosclerosis 
and Arteriosclerosis. 
May 7, Carl J. Wiggers, Cleveiand, Physiological Reactions Following 
Coronary Occlusion. 
May 14, Donald H. Atlas, Chicago Medical School, The Controversy of 
Congestive Failure. 
May 21, Willis J. Potts, Children’s Memorial Hospital, Surgery of Con- 
genital Heart Disease. 


INDIANA 


Clinics for Practitioners.—The St. Joseph Hospital Postgraduate 
Amphitheatre was opened at the hospital in Fort Wayne last 
September to provide easily available clinics for the practitioners 
there and in the surrounding area. A four hour clinic is held once 
a month. Thus far clinics have been directed by Dr. Laurence 
Miscall of Cornell University, New York; Drs. William L. Mar- 
tin and Frank Tropea Jr. of Hahnemann Medical College, Phila- 
delphia; Dr. Robert M. Zollinger of Ohio State University, 
Columbus; Dr. William J. Baker of Northwestern University, 
Chicago; Dr. Russell H. Morgan of Johns Hopkins, Baltimore, 
and Drs. Paul H. Holinger and John T. Reynolds of the Uni- 
versity of Illinois, Chicago. These have been supplemented with 
clinics by staff members of St. Joseph Hospital. 


IOWA 


New Department Heads at lowa State.—Four new department 
heads will assume their duties this spring in the State Univer- 
sity of lowa College of Medicine, lowa City. Henry B. Bull, 
Ph.D., currently professor of chemistry at Northwestern Uni- 
versity Medical School, Chicago, will succeed Henry A. Mat- 
till, Ph.D., as professor and head of biochemistry, effective 
July 1. Professor Mattill, who reaches retirement age this year, 
came to the university as professor and head of biochemistry in 
1927. In 1950 he was given the lowa award of the American 
Chemical Society for his contributions to teaching and research. 

Dr. John H. Randall, who succeeds Dr. Everett D. Plass as 
head of obstetrics and gynecology, has been at the university 
since he received his doctor of medicine degree at lowa in 1928, 
except for a year’s postgraduate work in Vienna in 1930. Dr. 
Plass was given the top annual award of the lowa division of 
the American Cancer Society last year for his outstanding work 
in cancer control. 

Dr. Charles Davidson May, Minneapolis, has been named pro- 
fessor and head of pediatrics effective July 1, succeeding Dr. 
Philip C. Jeans, who will retire to part-time service June 30, 
Currently an associate professor of pediatrics, Dr. May joined 
the University of Minnesota in 1947. Dr. Jeans has headed the 
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department of pediatrics since coming to lowa in 1924 from 
Washington University School of Medicine in St. Louis. 

Dr. Franklin H. Top, professor of epidemiology at the Uni- 
versity of Minnesota, Minneapolis, has been named professor 
and head of the department of hygiene and preventive medicine. 
He replaces Dr. Milford E. Barnes, professor and head of the 
department of hygiene and preventive medicine since 1930. 

Dr. Ira H. Pierce, professor of pharmacology and a member 
of the staff of the college of medicine since 1925, will retire to 
part-time service on July 1. 


KANSAS 


The Clendening Lectures.—These lectures of the University of 
Kansas will be given on May | in Lawrence and on May 2 in 
Kansas City by George Sarton, Sc.D., Cambridge, Mass. The 
title of the first lecture will be “The Alexandrian Renaissance 
(Third Century B. C.)” and the second lecture “Galen, Physician 
and Philosopher (Second Half of Second Century).” 


Indigent Health Care Survey.—The Kansas Medical Society re- 
cently conducted a survey on indigent health care costs. Over a 
period of six months some 30 county societies cooperated to 
supply financial data. The survey provided a better knowledge of 
the indigent care program than was available before, illustrated 
wide variations in cost and in service, and pointed toward the 
need of a more compiete study. When representatives of the 
State medical society and the state hospital and pharmaceutical 
associations met with the board of social welfare Jan. 25, it was 
decided that a complete and total study would be made of 
indigent health care costs. 


KENTUCKY 


Public Health Association Meeting.—The fourth annual con- 
vention of the Kentucky Public Health Association is scheduled 
April 9-11 at the Henry Clay Hotel in Louisville. Speakers will 
be Dr. Francis J. Weber, medical director, region 4, U. S. Pub- 
lic Health Service, Cleveland; Dr. W. Clark Bailey, president, 
Kentucky State Medical Association, Harlan; Ruth Puffer, di- 
rector, division of vital statistics, Tennessee State Department 
of Health, Nashville; John W. Knutson, D.D.S., chairman, 
division of dental public health, U. S. Public Health Service, 
Washington, D. C., and P. C. Sanders, Boyle County Health 
Officer. Other features will be panels on “Planning a School 
Health Program,” “Preventive Medicine,” “Gaining Community 
Support,” and “Sanitation.” 


Trust Fund to Aid Crippled Children.—A $100,000 trust fund 
given by Mrs. Mary A. Pirtle, Cleveland, in memory of her hus- 
band, an engineer and native of Glenview, has been set up at the 
Children’s Hospital in Louisville for medical rehabilitation of 
crippled children. The income from this fund will be used to treat 
patients with two types of abnormalities, congenital heart dis- 
ease and harelip and cleft palate, with the aid of two special 
medical teams. Patients referred to the teams by private doctors 
throughout the state will be interviewed, and treatment at the 
hospital and later check-ups will follow the diagnosis and deter- 
mination of the type of care to be given. Dr. Leonard T. David- 
son, medical director of the hospital, will handle cases of con- 
genital heart disease; and a surgeon, a heart specialist, and an 
X-ray specialist will take care of cases of heart abnormality at 
birth. On the speech defect team will be a pediatrician, surgeon, 
specialist in corrective appliances, psychologist, and speech ex- 
pert. If the programs are approved by the hospital’s board of 
directors, they will be the first of their kind in Kentucky. 


MARYLAND 


Medical and Surgical Symposium.—This annual symposium, 
sponsored by the Medical Association of the Lutheran Hospital 
of Maryland, Baltimore, will be held May 3 at the hospital. 
Dr. George T. Pack of New York will speak on “Extension of 
Radical Surgery in the Treatment of Cancer”; Dr. Theodore P. 
Eberhard of Philadelphia, “Radiation Therapy in Cancer”; Dr. 
John Parks of Washington, D. C., “Endocrine Therapy”; and 
Dr. Garfield G. Duncan of Philadelphia, “Practical Considera- 
tions in the Management of Diabetes.” All physicians are in- 
vited to attend. A banquet and the Internes’ Frolic will follow 
on Saturday evening at the Sheraton-Belvedere Hotel. 
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State Medical Meeting.—The Medical and Chirurgical Faculty 
of the State of Maryland will hold its annual meeting at its head- 
quarters in Baltimore in Osler Hall, April 28-30, under the presi- 
dency of Dr. Alan M. Chesney, Baltimore. Out-of-state speakers 
include: 

Sir Allen Daley, London, The Relative Position of the Specialist, the 

General Practitioner, and the Public Health Officer in Britain. 

Osler A, Abbott, Atlanta, Ga., The John M. T. Finney Fund Lecture, 

Recent Advances in Surgery of the Autonomic Nervous System. 
Paul B. Magnuson, Chicago, The Ridgeway Trimble Fund Lecture, Too 
Big a Job for One Year. 

A program of motion pictures will precede the scientific ses- 
sion on Tuesday. A discussion, “You and Your AMA,” will be 
presented Tuesday morning by Drs. Ernest B. Howard, Chicago, 
assistant secretary, and Walter B. Martin, Norfolk, Va., member 
of the Board of Trustees, American Medical Association, and 
Dr. George H. Yeager, Baltimore, secretary of the Medical and 
Chirurgical Faculty. 

Dr. Warde B. Allan of Baltimore will be moderator for a 
panel discussion on “Contraindications to ACTH and Corti- 
sone.” On Wednesday afternoon there will be a symposium on 
the tuberculosis problem in Baltimore with Dr. John B. Barn- 
well, chief of the tuberculosis division of the Veterans Adminis- 
tration, Washington, D. C., serving as moderator. The Woman's 
Auxiliary will meet in conjunction with the association. 


MASSACHUSETTS 


General Practice Assembly.—The Massachusetts Academy of 
General Practice will hold its spring clinical assembly April 23 
in Springfield. The morning session will be held at Springfield 
Hospital; luncheon and afternoon sessions will be held at the 
Hotel Kimball. Dr. Stuart W. Cosgriff, New York, will speak 
on “The Use of Anticoagulants,” and Dr. Malvin F. White, Bos- 
ton, on “Plastic Surgery in the Treatment of Common Disorders 
in General Practice.” The after dinner speaker will be Dr. 
Jerome L. Leon, administrative medical superintendent of River- 
side Hospital in New York. His subject will be “Narcotics and 
the Adolescent.” 


MICHIGAN 


Wayne University and State Plan Cooperative Program.—The 
Board of Education of Detroit has approved a declaration of 
intent between Wayne University and the Michigan Department 
of Mental Health to carry on a cooperative program of teaching 
and training in the field of mental health in Detroit. The pro- 
gram is aimed at helping to overcome the shortage of educa- 
tional and research facilities for psychiatrists and allied per- 
sonnel in the state. Wayne University will request the city to 
provide a site for construction of a neuropsychiatric institute 
in the area adjacent to the college of medicine campus. The 
institute will remain under the ownership of the state, which 
will also provide funds for its operation including its instruc- 
tional and research programs. Wayne University will be re- 
sponsible for the establishment of a teaching program that is 
satisfactory to the department and the university. 


MISSOURI 


General Practitioners’ Meeting—The Missouri Academy of 
General Practice will hold its fourth annual assembly at the 
Governor Hote! in Jefferson City, May 7-8. Dr. Carl A. Moyer, 
St. Louis, will discuss “Clinical Approach to Common Problems 
of Fluid and Electrolyte Imbalances”; Dr. William B. See, 
Columbia, “Management of Prolonged Labor”; Dr. Garold V. 
Stryker, St. Louis, “A Résumé of Common Skin Diseases”; Dr. 
Stanley F. Hampton, St. Louis, “Extrinsic and Intrinsic Factors 
in the Diagnosis and Treatment of Allergy”; and Dr. William 
P. Williamson, Kansas City, Kan., “The Neurological Exami- 
nation.” 


State Board Provides Objective Type of Examination.—While 
attending the Federation of State Medical Boards meeting held 
recently in Chicago, the Missouri State Board of Medical Ex- 
aminers entered into a contract with the American Public Health 
Association to furnish an objective type of examination to be 
given to the doctors who have made application to take the 
Missouri State Board Examination. 
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NEW HAMPSHIRE 


State Heart Association New Hampshire Heart Associa- 
tion has established headquarters in Concord at 4 Park St. All 
New Hampshire physicians are invited to become members. 
Chairman of the professional membership committee is Dr. 
Philip M. L. Forsberg, Concord, and president of the association 
is Dr. Charles H. Parsons of Concord. Other officers are Dr. Jan 
Nyboer, Hanover, vice-president, and Dr. Homer E. Lawrence, 
Concord, secretary-treasurer. 


NEW JERSEY 


Annual Amputee Conference.—The Sixth Annual Amputee 
Conference will be held at the Kessler Institute for Rehabilita- 
tion, Pleasant Valley Way, West Orange, May 1-3. The con- 
ference will discuss problems of upper and lower extremity am- 
putees, including psychological preparation of the patient, 
surgery for amputations, aftercare of the stump, prostheses, 
and training of the amputee. Registration is open to physicians, 
therapists, nurses, and counselors in the rehabilitation profes- 
sions. Persons desiring to register should communicate with the 
institute at the above address. For the first time, the Kessler 
Institute will issue certificates to all registrants who attend the 
full three day conference. 


NEW YORK 


Postgraduate Instruction.—A series of lectures arranged by the 
Medical Society of the State of New York for the staffs of the 
Edward J. Barber Hospital of Lyons and the Newark Hospital. 
are being given on Fridays from 11:30 a. m. to | p. m. at the 
Hotel Wayne in Lyons. Remaining lectures are as follows: 
April 11, Diagnosis and Management of the Irritable Bowel, Hans J. 
Bruns, Syracuse. 
April 18, Diagnosis and Treatment of Common Neurological Disorders, 
Paul H. Garvey, Rochester. 
April 25, Preventive Orthopedics: Common Defects with Good Prognosis 
under Medical Care, R. Plato Schwartz, Rochester. 
State University Foundation Grants.—The Research Founda- 
tion of the State University of New York has received the fol- 
lowing grants: $7,500 from the Atomic Energy Commission to 
study methods to alter the postradiation course in rabbits ex- 
posed to total body irradiation; $2,500 from Ciba Pharmaceuti- 
cal Products, Inc., Summit, N. J., to continue research in hor- 
monal factors involved in water excretion; $3,600 from the 
Sterling-Winthrop Research Institute, Rensselaer, N. Y., as a 
fellowship fund and research grant in the general field of di- 
uretics and in particular on studies dealing with the mechanism 
of diuresis. The research is being conducted at the State Uni- 
versity of New York College of Medicine at Syracuse. 


New York City 


Eighth Harvey Lecture.—Walter H. Seegers, Ph.D., professor 
of physiology, Wayne University College of Medicine, Detroit, 
will deliver the Eighth Harvey Lecture of the current series at 
the New York Academy of Medicine April 17 on “Coagulation 
of the Blood.” 


Charter Day Lecture.—Henry J. Taylor, radio commentator, 
and member of the Board of Trustees of New York Medical 
College, Flower and Fifth Avenue Hospitals, will deliver this 
year’s Charter Day Lecture in the college auditorium April 11 
at 3 p. m. on “Looking at Home and Abroad.” 


Annual Bancroft Lecture.—The annual Frederic W. Bancroft 
Lecture in Surgery, sponsored by the Alumni Association of 
Beth David Hospital, will be given on April 23 by Dr. Henry W. 
Cave, chief of the first surgical division at Roosevelt Hospital. 
Dr. Cave will lecture on “Massive Hemorrhage from the Upper 
Gastrointestinal Tract” at the hospital. 


Personals.—Drs. Julia M. Jones and William H. Stearns have 
been appointed to the medical board of Stony Wold Sana- 
torium, Lake Kushaqua, Franklin County, New York. Dr. 
Samuel J. Gelman, deputy medical superintendent of Morrisania 
City Hospital, has been appointed assistant administrator of the 
Hospital for Joint Diseases. 
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NORTH CAROLINA 


Brodie C. Nalle Lecture.—The third Brodie C. Nalle Lecture 
will be presented by the Brodie C. Nalle Fund of the Nalle Clinic 
Foundation at 8 p. m. April 25 at the Hotel Charlotte in Char- 
lotte. Dr. Richard W. TeLinde, Johns Hopkins University School 
of Medicine, Baltimore, will speak on “Carcinoma of the Cer- 
vix: Recent Advances in Diagnosis and Treatment.” Dr. 
TeLinde is professor of gynecology at Johns Hopkins University. 


PENNSYLVANIA 


Lecture on Physiology of Physical Training.—Dr. Ernst Jokl of 
the Union of South Africa, researcher in the physiology of ex- 
ercise, was the guest speaker Feb. 3 at the fourth scientific meet- 
ing of the Valley Forge Heart Institute and Hospital in Fair- 
view Village, an affiliate of the Wolfe Clinic in Philadelphia. 
Dr. Jokl’s topic was “Physiology of the Physical Training with 
Particular Reference to Increasing Cardiac Reserve.” 


Philadeiphia 


New Radiobiology Laboratory.—A new radiobiology laboratory 
was dedicated at the Temple University Schoo! of Medicine on 
Feb. 1. This laboratory expands the facilities for basic research 
using radioactive isotopes. Emphasis is placed on research deal- 
ing with application of radioactive isotopes in diagnosis and 
treatment of cancer. 


Fellowship at Jefferson Available.—The next fellowship in ob- 
stetric and gynecologic endocrinology in the Jefferson Medical 
College of Philadelphia will be available July 1. At least one 
year of preliminary training in obstetrics and gynecology or in 
endocrinology is required. Requests for application should be 
sent promptly to Dr. Lewis C. Scheffey, Director of the Depart- 
ment of Obstetrics and Gynecology, Jefferson Medical College. 


Comroe Lecture on Gout.—Dr. Alexander B. Gutman, pro- 
fessor of medicine at the Columbia University College of Physi- 
cians and Surgeons, New York, delivered the annual Bernard 
Comroe Memorial Lecture at the Hospital of the University of 
Pennsylvania March 28 on “Gout, A Derangement of Purine 
Metabolism.” The lecture was sponsored by Kappa Pi Chapter 
of Phi Delta Epsilon. 


TENNESSEE 


State Medical Meeting in Knoxville.—The annual meeting of 
the Tennessee State Medical Association will be held April 7-9 
at the Andrew Johnson Hotel in Knoxville under the presidency 
of Dr. Ernest G. Kelly, Memphis. Out-of-state and invited 
speakers include: 

Philip K. Bondy, Atlanta, Ga., Office Management of the Diabetic 

Paiient. 

Robert C. Pendergrass, AmericuS, Ga., Value of X-Ray Examinations 

of the Chest in the Management of Cancer. 

Merlin L. Trumbull, Memphis, and Miss E. A. Kelly, Indications for 

Bone Marrow Examinations. 

There will be a symposium on hypertension Tuesday after- 
noon with Drs. Joseph W. Johnson Jr. and E. White Patton of 
Chattanooga, James G. Hughes and Harwell Wilson of Mem- 
phis, and Thomas F. Frist, Nashville, the participants. Eight phy- 
sicians from the state will present a symposium on Peripheral 
Vascular Disease on Wednesday afternoon. Dr. Louis H. Bauer, 
Hempstead, N. Y., President-Elect of the American Medical 
Association, will be guest speaker on the President’s Night 
program. Several state specialty groups and other organizations 
will meet concurrently with the state association. The Woman's 
Auxiliary will have headquarters at the Farragut Hotel. 


TEXAS 


Coordinate Teaching of Medical Services—The University 
of Texas Medical Branch, Galveston, is planning to coordinate 
all teaching in the auxiliary medical services, including clinical 
laboratory technology, radiation technology, physical therapy, 
occupational therapy, medical record librarianship, social service 
work, and hospital administration. Courses are being designed 
for in service training, certification, and degrees. These auxiliary 
medical service curriculums will be available at the beginning 
of the fall semester of 1952. 
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Large Bequest to Baylor—New income of about $200,000 a 
year will be received by Baylor University College of Medicine, 
Houston, under terms of a settlement of the contested will of the 
late Mrs. Helene Crosby Simmons. This bequest gives Baylor 
half interest in oil producing properties in Texas and Louisiana. 
Student loan funds and other benefits possible under the terms 
of Mrs. Simmons’ will will be developed by the board of trustees 
and faculty of Baylor when the property, estimated at more 
than a million dollars in value, is transferred by the court. 


WEST VIRGINIA 


Personals.—Dr. Edwin A. Zepp, Martinsburg, is one of three 
young men who received the West Virginia Junior Chamber of 
Commerce distinguished service award for 1951. 


Summer Camp for Diabetic Children.—The West Virginia Dia- 
betes Association will again sponsor a summer camp for diabetic 
children from May 30 to June 7. The offer of Carbide and Car- 
bon Chemicals Corporation to use its Camp Camelot has been 
accepted. It is located about 45 miles from Charleston. Camp- 
ers will meet in Charleston on May 30, and transportation will 
be provided to and from the camp. There is no charge for en- 
rollment. The camp is supported by donations trom organiza- 
tions, groups, and individuals. Medical care will be provided 
by four doctors, four nurses, and other counsellors and person- 
nel in attendance. The camp will be known as Camp Kno-Koma. 
Dr. George P. Heffner, Charleston, representing the West Vir- 
ginia Diabetes Association, has requested that doctors who are 
treating diabetic children between the ages of 8 and 16 years, 
and who would like for them to attend the camp, write to Camp 
Kno-Koma, 1115 Quarrier St., Charleston. Voluntary contribu- 
tions for the upkeep of the camp should be mailed to the same 
address. 


Press-Radio Conference.—The third Annual Press-Radio Con- 
ference, sponsored by the West Virginia State Medical Associa- 
tion, will be held in Charleston April 6 under the auspices of the 
public relations committee, of which Dr. John F. McCuskey, 
Clarksburg, and Dr. Paul L. McCuskey, Parkersburg, are co- 
chairmen. A summary report of a questionnaire relating to medi- 
cal services mailed to newspaper editors in West Virginia will be 
presented at the opening of the conference. Representatives of 
newspapers, radio broadcasting stations, and the medical pro- 
fession will participate in a forum that will follow. There will 
be a social hour at 5:15 p. m., and the annual dinner at 6 p. m., 
with the West Virginia State Medical Association as the host. 
Robert M. Hurley, Chicago, Midwest bureau chief of the Mutual 
Broadcasting System, will be the guest speaker. The conference 
will follow the annual Secretaries-PR Conference, which will be 
held in the morning beginning at 9:30. The following program 
will be presented: 

John H. Gile, Parkersburg, A Telephone Courtesy Program. 

Jacob C. Huffman, Buckhannon, The American Medical Education 

Foundation Program. 

John T. Jarrett, Charleston, A Successful Emergency Call System. 
The meeting will close with a roundtable discussion of mutual 
interest to officials of the state medical association and secretaries 
and treasurers of component societies. The second half of the 
morning program will be devoted to public relations activities. 
Dr. John F. McCuskey will also present a summary of a survey 
on medical care recently conducted in the state. At lunch, Floyd 
D. Dean, Parkersburg, works manager of the E. I. du Pont de 
Nemours and Company plant in that city, will speak on “The 
Shortage is Critical.” 


VERMONT 


Fraternity Lectures on Blood Diseases.—Dr. William Dame- 
shek, professor of clinical medicine at Tufts College Medical 
School, Boston, will deliver the annual Phi Delta Epsilon Lecture 
at the College of Medicine, University of Vermont, Burlington, 
on April 10. The lecture will be sponsored by the Beta Lambda 
Chapter. Dr. Dameshek will speak to the entire student body of 
the College of Medicine in hall A of the medical building at 
1:15 p. m. on “The Purpuras” and will deliver his main address 
at the auditorium of the Fleming Museum on “Hemolytic 
Anaemia” at 8:15 p. m. 
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GENERAL 


Meeting on Applied Nutrition.—The American Academy of Ap- 
plied Nutrition will hold its annual meeting at the Del Mar Hotel 
in Del Mar, Calif., April 25-27. Research in their respective 
fields will be presented Friday by M. S. Dunn, Ph.D., Los 
Angeles, chemistry; W. W. Wainwright, D.D.S., Chicago, radi- 
ology; Dr. W. Edward Chamberlain, Philadelphia, radiology; 
and Dr. Arthur E. Gladman, Oakland, Calif., psychoanalysis. 
The program will close Sunday with a forum on “What Is Fact 
and What Is Fad in Nutrition.” 


Council of New England State Medical Societies.—The seventh 
annual meeting of this council will be held at the Sheraton- 
Plaza Hotel in Boston April 16 under the presidency of Dr. 
Joseph H. Howard, Bridgeport, Conn. The business meeting will 
include a report of the Lincoln Foundation in Medford by Dr. 
John F. Conlin of the Massachusetts Medical Society. The after 
dinner speaker will be Dr. John P. Bowler, Hanover, N. H., who 
will speak on “The Employment of Physicians by Hospitals and 
Clinic Groups.” 


Test New Antituberculous Drug in South America.—Shipments 
of “pyricidin,’ Nepera’s brand of isonicotinic acid hydrazide, 
have been sent to the government health departments of Mexico, 
Cuba, Ecuador, Brazil, Chile, Argentina, Venezuela, El Salva- 
dor, and Panama. Varying environmental conditions are re- 
garded as being of prime importance in the treatment of any 
patient or the evaluation of any drug in the field of tuberculos's. 
Previous supplies of isonicotinic acid hydrazide have been lim- 
ited to sanatoriums and research centers in the United States, 
but steps have been effected whereby adequate supplies of 
“pyricidin” are now available for South America and broad con- 
firmatory evaluation. 


Venereal Disease Symposium.—The annual symposium on 
“Recent Advances in the Study of Venereal Diseases” will te 
held May 1-2 in the auditorium of the Federal Security Build- 
ing, Washington, D. C., under the joint auspices of the Experi- 
mental Therapeutics Study Section of the National Institutes of 
Health and the American Venereal Disease Association and will 
be held in conjunction with the 14th annual meeting of the 
association. All persons interested are invited to attend. Infor- 
mation may be obtained from Frederick W. Appel, Ph.D., ex- 
ecutive secretary, Experimental Therapeutics Study Section, 
National Institutes of Health, Bethesda 14, Maryland, or from 
Dr. William L. Fleming, Secretary of the American Venereal 
Disease Association, 750 Harrison Ave., Boston 18. 


Measles.—The number of cases of measles has remained con- 
stant for the past three weeks, 28,825 being reported for the 
week ending March 15, 28,486 for the previous week, and 29,- 
465 tor the week ended March 1. There has been a decline in 
the number reported in the New England States for the past two 
weeks, while in the Middle Atlantic States the numbers have 
shown no material change over three weeks. Aside from a mod- 
erate increase in the East North Central and Middle Atlantic 
States, for the current week as compared with the previous two 
weeks, there have been significant changes in other parts of the 
country. The cumulative total for the first 11 weeks of 1952 is 
now 230,471 as compared with 139,370 for the same period of 
1951. 


Air Pollution Symposium.—The second national air pollution 
symposium will be held May 5-6 at the Huntington Hotel, Pasa- 
dena, Calif., under the sponsorship of Stanford Research Insti- 
tute, in cooperation with California Institute of Technology, the 
University of California at Los Angeles, and the University of 
Southern California. The program will cover new techniques in 
sampling, analysis and instrumentation, fundamental chemistry 
and physics of the atmosphere, the contribution of internal com- 


bustion engines and biological aspects of atmospheric contami- 


nation. Management’s views on air pollution will be introduced. 
Members of the executive committee for the 1952 symposium are 
Frederick C. Lindvall, Ph.D., of the California Institute of Tech- 
nology, Dean Llewellyn M. K. Boelter, M.S., of UCLA, Dean 
Robert E. Vivian, Ph.D., of the University of Southern Califor- 
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nia, and Abe M. Zarem, Ph.D., manager of the Los Angeles 
Division of the Stanford Research Institute. Headquarters for 
the symposium have been established at Room 332, 612 S. 
Flower St., Los Angeles. 


Research Contest in “Toxemias of Pregnancy.”—A two year 
contest to promote research on “toxemias of pregnancy” has 
been announced by the American Committe on Maternal Wel- 
fare, Inc. The contest is open to students and personnel in the 
health professions who are not of higher academic rank than 
instructor or who are of junior rank on the hospital or other 
staff with which they are connected. Dr. Fred L. Adair, Chicago, 
president of the committee, stressed that all theses must be 
based on original work done by the authors and must be sub- 
mitted no later than January, 1954. First and second prizes of 
$500 and $250, respectively, will be awarded later in 1954 at 
the sixth American Committee on Maternal Welfare meeting. 
All theses submitted will become the property of the committee. 
During the Fifth American Congress on Obstetrics and Gyne- 
cology in Cincinnati, March 31 to April 4, a comprehensive sum- 
mary was given of all progress and knowledge to date concern- 
ing the causes and treatment of the “toxemias.” The American 
Committee on Maternal Welfare, contest sponsor, is a joint na- 
tional committee of 28 medical, hospital, public health, and 
nursing organizations. It was founded in 1919 to coordinate all 
phases of health protection for mothers and their offspring. 


MEETINGS 


ALSBAMA, MEDICAL ASSOCIATION OF THE STATE OF, Montgomery, April 
17-19. Dr. Dougias L. Cannon, 519 Dexter Ave., Montgomery, Secretary. 

AMERICAN ACADEMY OF PepiaTRICS, Areal Meeting, Hotel Statler, Wash- 
ington, D. C., May 22-24. Dr. E. H. Christopherson, 636 Church St., 
Evanston, Ill., Executive Secretary. 

AMERICAN ACADEMY OF NEUROLOGY, Brown Hotel, Louisville, Ky., Apr. 
24-25. Dr. Francis M. Forster, 3800 Reservoir Rd. N.W., Washington, 
D. C., Secretary. 

AMERICAN ASSOCIATION FOR THORACIC SURGERY, Dallas, Texas, May 8-10. 
Dr. Paul C. Samson, 2938 McClure St., Oakland 9, Calif., Secretary. 
AMERICAN ASSOCIATION OF IMMUNOLOGISTS, New York, April 14. Dr. John 

Y. Sugg, 1300 York Ave., New York, Secretary. 

AMERICAN ASSOCIATION OF PATHOLOGISTS AND BACTERIOLOGISTS, New York, 
April 10-12. Dr. Alan R. Moritz, 2085 Adelbert Road, Cleveland 6, 
Secretary, 

AMERICAN ASSOCIATION OF THE History OF MEpicine, Kansas City, Kans., 
May 1-3. Dr. lago Gaidston, 2 East 103d St., New York 29, Secretary. 

AMERICAN ASSOCIATION ON MENTAL Dericiency, Philadelphia, May 20-24. 
Dr. Neil A. Dayton, P. O. Box 96, Willimantic, Conn., Secretary. 

AMERICAN BRCONCHO-ESOPHAGOLOGICAL ASSOCIATION, Royal York Hotel, 
Toronto, Canada, May 20-21. Dr. Edwin N. Broyles, 1100 North Charles 
St., Baltimore 1, Secretary. 

AMERICAN COLLEGE OF ALLERGISTS, William Penn Hotel, Pittsburgh, April 
7-9. Dr. Fred W. Witiich, 401 LaSalle Medical Bidg., Minneapolis 2, 
Secretary. 

AMERICAN COLLEGE HEALTH AssociATION, Copley Plaza Hotel, Boston, 
May 1-3. Miss Edith M. Lindsay, School of Public Health, University of 
California, Berkeley 4, Calif., Secretary. 

AMERICAN COLLFGE OF PHYSICIANS, Cleveland, April 21-25. Mr. E. R. Love- 
land, 4200 Pine St., Philadelphia 4, Executive Secretary. 

AMERICAN COLLEGE OF SURGEONS, SECTIONAL MEETINGS: 

Tucson, Ariz., Pioneer Hotel, April 7-9. Dr. Meade Clyne, 110 South 
Scott St., Tucson, Chairman. 

Toronto, Canada, Royal York Hotel, May 15-17. Dr. Stuart D. Gordon, 
170 St. George St., Toronto 5, Canada, Chairman. 

AMERICAN DERMATOLOGICAL ASSOCIATION, Broadmoor Hotel, Colorado 
Springs, Colo., Apr. 23-26. Dr. Louis A. Brunsting, 102 Second Ave. 
S.W., Rochester, Minn., Secretary. 

AMERICAN ELECTROENCEPHALOGRAPHIC Society, Hotel Claridge, Atlantic 
City, N. J., May 10-11. Dr. John A. Abbott, Massachusetts General 
Hospital, Boston 14, Secretary. 

AMERICAN FEDERATION FOR CLINICAL RESEARCH, Haddon Hall, Atlantic 
City, N. J., May 4. Dr. Stewart Wolf, 525 East 68th St., New York 21, 
Secretary. 

AMERICAN GASTRO-ENTEROLOGICAL ASSOCIATION, Hotel Claridge, Atlantic 
City, N. J., May 2-3. Dr. Dwight L. Wilbur, 655 Sutter St., San Fran- 
cisco 2. Secretary. 

AMERICAN GastTRoscopic Society, Hotel Claridge, Atlantic City, N. J., 
May 2-3. Dr. H. Marvin Pollard, University Hospital, Ann Arbor, 
Mich., Secretary. 
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AMERICAN Gorter AssociaTION, Chase Hotel, St. Louis, May 1-3. Dr. 
George C. Shivers, 100 East St. Vrain St., Colorado Springs, Colo., 
Secretary, 

AMERICAN GYNECOLOGICAL Society, The Homestead, Hot Springs, Va., 
May 12-14. Dr. John I. Brewer, 104 South Michigan Ave., Chicago, 
Secretary. 

AMERICAN HEART AssociATION, Hotel Statler, Cleveland, April 17-20. Dr. 
Willian H. Bunn, 1775 Broadway, New York 19, Secretary. 

AMERICAN LARYNGOLOGICAL ASSOCIATION, Royal York Hotel, Toronto, 
Canada, May 23-24, Dr. Louis H. Clerf, 1530 Locust St., Philadelphia 2, 
Secretary. 

AMERICAN LARYNGOLOGICAL, RHINOLOGICAL AND OTOLOGICAL Society, Royal 
York Hotel, Toronto, Canada, May 20-22. Dr. C. Stewart Nash, 277 
Alexander St., Rochester 7, N. Y., Secretary. 

AMERICAN NEUROLOGICAL ASSOCIATION, Hotel Claridge, Atlantic City, 
N. J., May 8-10. Dr. H. Houston Merritt, 710 West 168th St., New 
York 32, Secretary. 

AMERICAN OTOLOGICAL Society, Royal York Hotel, Toronto, Canada, May 
18-19. Dr. John R. Lindsay, 950 East 59th St., Chicago 37, Secretary. 
AMERICAN PepiATRIC Society, Hotel Chamberlin, Old Point Comfort, Va., 
May 7-9. Dr. Aims C. McGuiness, 237 Medical Laboratories, Univ. of 

Pennsylvania, Philadelphia 4, Secretary. 

AMERICAN PsycuHiatTric ASSOCIATION, Atlantic City, N. J., May 12-16. Dr. 
R. Finiey Gayle Jr., 6300 Three Chopt Rd., Richmond 21, Va., Secretary. 

AMERICAN PSYCHOANALYTIC ASSOCIATION, Chalfonte-Haddon Hall, Atlantic 
City, N. J., May 8-11. Dr. LeRoy M. A. Maeder, 1910 Rittenhouse 
Square, Philadelphia 3, Secretary. 

AMERICAN SoOcrETyY FOR CLINICAL INVESTIGATION, Atlantic City, N. J., 
May 5. Dr. William M. M. Kirby, Univ. of Washington School o 
Medicine, Seattle 5, Secretary. 

AMERICAN SOCIETY FOR EXPERIMENTAL PATHOLOGY, New York, April 14-18. 
Dr. Russeil L. Holman, 1542 Tulane Ave., New Orleans 12, Secretary. 

AMERICAN SOCIETY FOR PHARMACOLOGY AND EXPERIMENTAL THERAPEUTICS, 
Hotel Statler, New York, April 14-18. Dr. Carl C. Pfeiffer, 1835 W. 
Polk St., Chicago 12, Secretary. 

AMERICAN Society oF BroLtoGcicat CHEMISTS, New York, April 14-18. Dr. 
Elmer H. Stotz, 260 Crittenden Blvd., Rochester, N. Y., Secretary. 

AMERICAN SURGICAL ASSOCIATION, White Sulphur Springs, W. Va., Apr. 
16-18. Dr. Nathan A. Womack, University Hospitals, Iowa City, 
Secretary. 

AMERICAN TRUDEAU Society, Hotel Statler, Boston, May 26. Dr. John D. 
Steele, 1790 Broadway, New York 19, Secretary. 

AMERICAN VENEREAL DISEASE ASSOCIATION, Washington, D. C., May 1-2. 
Dr. William L. Fleming, 750 Harrison Ave., Boston 18, Secretary. 

ARIZONA MEDICAL ASSOCIATION, Phoenix, April 30-May 3. Dr. Frank J. 
Milloy, 15 E. Monroe St., Phoenix, Secretary. 

ARKANSAS Mepicat Society, Litthe Rock, April 21-23. Dr. William R. 
Brooksher, 215 Kelley Bldg., Fort Smith, Secretary. 

ASSOCIATION OF AMERICAN PHYSICIANS, Atlantic City, N. J., May 6-7. Dr. 
Henry Thomas Jr., 1201 North Calvert St., Baltimore 2, Secretary. 

CALIFORNIA Mepicat Association, Biltmore Hotel, Los Angeles, April 
27-30. Dr. Albert C. Daniels, 450 Sutter St., San Francisco 8, Secretary. 

CATHOLIC HosprtaL ASSOCIATION OF THE UNITED STATES AND CANADA, 
Cleveland, May 26-29. Rev. John J. Flanagan, S.J., 1438 South Grand 
Blvd., St. Louis 4, Director. 

CONNECTICUT State Mepicat Society, Hartford, April 29-May 1. Dr. 
Creighton Barker, 160 St. Ronan Street, New Haven, Secretary. 

FEDERATION OF AMERICAN SOCIETIES FOR EXPERIMENTAL BIOLOGY, New 
York, April 14-18. Dr. M. O. Lee, 2101 Constitution Avenue, Washing- 
ton 25, D. C., Secretary. 

Fioripa Mepicat Association, Hollywood, April 27-30. Dr. Samuel M. 

ay, P. O. Box 1018, Jacksonville, Secretary. 

GEorGIA, MEDICAL ASSOCIATION OF, Atlanta-Biltmore Hotel, Atlanta, May 
12-14. Dr. David H. Poer, 875 West Peachtree St. N.E., Atlanta, 
Secretary. 

Hawai Terriroriat Mepicat Association, Honolulu, May 1-4, Dr. I. L. 
Tilden, 510 S. Beretania St., Honolulu 13, Secretary. 

Iuurnots State Mepicat Society, Chicago, May 13-15. Dr. Harold M. 
Camp, 224 South Main St., Monmouth, Secretary. 

INDUSTRIAL MEDICAL ASSOCIATION, Cincinnati, April 21-24. Dr. Edward C. 
Holmblad, 28 E. Jackson Blivd., Chicago 4, Managing Director. 

Iowa State Mepicat Society, Des Moines, April 28-30. Dr. Allan B. 
Phillips, 406 Sixth Avenue, Des Moines 9, Secretary. 

JoHN A. ANDREW CLINICAL SocrETY, Memorial Hospital, Tuskegee Insti- 
tute, Ala., April 6-12. Dr. Eugene H. Dibbie Jr., Memorial Hospital, 
Tuskegee Institute, Secretary. 

Kansas Mepicat Society, Town House, Kansas City, April 27-May 1, 
Dr. Dale D. Vermillion, 512 New England Bidg., Topeka, Secretary. 
LOUISIANA STATE MeEpicaL Shreveport, April 28-30. Dr. C. Grenes 

Cole, 1430 Tulane Ave., New Orleans 12, Secretary. 

MARYLAND, MEDICAL AND CHIRURGICAL FACULTY OF THE STATE OF, Balti- 
more, April 28-30. Dr. George H. Yeager, 1211 Cathedral St., Balti- 
more 1, Secretary. 

MASSACHUSETTS Mepicat Society, Hotel Statler, Boston, May 20-22. Dr. 
H. Quimby Gallupe, 22 Fenway, Boston 15, Secretary. 

MID-CONTINENT PsyCHIATRIC ASSOCIATION, President Hotel, Kansas City, 
Mo., April 26-27. Dr. Paul Hines, 2625 W. Paseo, Kansas City, Mo., 
Secretary. 
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MINNESOTA STATE MeEpicat ASSOCIATION, Minneapolis, May 26-28. Dr. 
B. B. Souster, 496 Lowry Medical Arts Bldg., St. Paul 2, Secretary. 

MississipP1 STATE MEDICAL ASSOCIATION, Jackson, May 13-15. Mr. Roland 
B. Kennedy, 508 First Federal Bidg., Jackson, Executive Secretary. 

NATIONAL TUBERCULOSIS ASSOCIATION, Copley Plaza and Statler Hotels, 
Boston, May 26-30. Mr. Kemp D. Battle, 1790 Broadway, New York 19, 
Secretary. 

NEBRASKA STATE MEpIcaL Association, Cornhusker Hotel, Lincoln, May 
12-15. Dr. R. B. Adams, 1315 Sharp Bldg., Lincoln 8, Secretary. 

New JerRSEY, MEDICAL SOCIETY OF, Haddon Hall, Atlantic City, May 19-21, 
Dr. Marcus H. Greifinger, 315 West State St., Trenton 8, Secretary. 

New Mexico Mepicat Society, Carlsbad, May 8-10. Dr. L. G. Rice Jr., 
221 West Central Ave., Albuquerque, Secretary. 

New York, MEpicaL SOCIETY OF THE STATE OF, Hotel Statler, New York, 
May 12-16. Dr. Walter P. Anderton, 292 Madison Ave., New York 17, 
Secretary. 

NorTH CAROLINA, MEDICAL SOCIETY OF THE STATE oF, Hotel Carolina, 
Pinehurst, May 5-7. Dr. Millard D. Hill, 203 Capitol Club Bidg., 
Raleigh, Secretary. 

NorTHERN TRI-STATE MEDICAL ASSOCIATION, University of Notre Dame, 
South Bend, Ind., April 15. Dr. William H. Gordon, 1553 Woodward 
Ave., Detroit, Secretary. 

OGDEN SurGICAL Society, Orpheum Theater, Ogden, Utah, May 21-23. Dr. 
George M. Fister, Ogden, Utah, President. 

Onto Stare Mepicat Association, Cleveland, May 20-22. Mr. Charles S. 
Nelson, 79 East State St., Columbus 15, Executive Secretary. 

OKLAHOMA STATE MEpICcAL ASSOCIATION, Oklahoma City, May 19-21. Mr. 
R. H. Graham, 1227 Classen St., Oklahoma City, Executive Secretary. 

Ruwope Istanp MEpicaL Society, Providence, May 6-8. Dr. Morgan Cutts, 
106 Francis St., Providence 3, Secretary. 

Society For PEDIATRIC RESEARCH, Old Point Comfort, Va., May 5-6. Dr. 
Sydney S. Gellis. 300 Longwood Ave., Boston 15, Secretary. 

Society OF AMERICAN BACTERIOLOGISTS, Hotel Statler, Boston, April 27- 
May 1. Dr. Henry W, Scherp, 260 Crittenden Blyd., Rochester 20, N. Y., 
Secretary. 

Society or Psycuiatry, Atlantic City, N. J.. May 11. Dr. 
George N. Thompson, 1136 West Sixth St., Los Angeles 17, Secretary. 

SOUTH CAROLINA MEDICAL ASSOCIATION, Ocean Forest Hotel, Myrtle Beach, 
May 13-15. Dr. N. B. Heyward, 120 West Cheves St., Florence, Sec- 
retary. 

SoutH Dakota STATE MEDICAL ASSOCIATION, Sioux Falls, May 18-20. Dr, 
L. J. Pankow, 302 First National Bank Bldg., Sioux Falls, Secretary. 
SOUTHERN OREGON MepicaL Society, Roseburg, May 13. Dr. F, C. Adams, 

1435 Esplanade St., Klamath Falls, Secretary. 

TENNESSEE STATE MEpDICcCAL ASSOCIATION, Andrew Johnson Hotel, Knox- 
ville, April 7-9. Mr. V. O. Foster, 504 Doctors Bldg., Nashville 3, 
Executive Secretary. 

Texas Mepicat Association, Dallas, May 4-7. Dr. Sam N. Key Sr., 700 
Guadalupe St., Austin 3, Secretary. 

WESTERN ASSOCIATION OF INDUSTRIAL PHYSICIANS AND SURGEONS, Biltmore 
Hotel, Los Angeles, April 26. Dr. David D. Holaday, American Can 
Company, Third and 20th Sts., San Francisco 7, Secretary. 


INTERNATIONAL 


AUSTRALASIAN MEpicaL CONGRESS, Melbourne Victoria, Australia, Aug. 
22-30. Dr. C. H. Dickson, Medical Society Hall, 426 Albert St., East 
Melbourne, Victoria, Australia, Hon. General Secretary. 

COMMONWEALTH AND EMPIRE HEALTH AND TUBERCULOSIS CONFERENCE, 
Central Hall, London, England, July 8-13. Dr. J. H. Harley Williams, 
Tavistock House North, Tavistock Sq., London, W.C.1, England, Sec- 
retary General. 

CONGRESS OF THE INTERNATIONAL DIABETES FEDERATION, Leyden, Nether- 
lands, July 7-12. Dr. F. Gerritzen, 33, Prinsegracht, The Hague, Nether- 
lands, Secretary. 

EUROPEAN CONGRESS OF CARDIOLOGY. University of London, Bloomsbury, 
W.C.1, England, Sept. 10-12. Dr. K. Shirley Smith, 35 Wimpole St., 
London, W.1, England, Secretary. 

EvuROPEAN SOCIETY OF CARDIOVASCULAR SURGERY, Strasbourg, France, Oct. 
3-4. Sir James Learmonth, Department of Surgery, University New 
Buildings, Edinburgh 8, Scotland. 

INTERAMERICAN CARDIOLOGICAL CONGRESS, Buenos Aires, Argentina, Aug. 
31-Sept. 7. Dr. Blas Moia, Larrea 1132, Buenos Aires, Argentina, 
Secretary-General. 

INTER-AMERICAN CONGRESS OF PUBLIC HEALTH, Havana, Cuba, Sept. 27- 
Oct. 1, Pan-American Sanitary Bureau, 2001 Connecticut Ave., Wash- 
ington, D. C. 

INTER-AMERICAN CONGRESS OF RADIOLOGY, Mexico City, Mexico, Nov. 2-6 
Dr. Guido Torres Martinez, Marsella No. 11, Mexico, D.F., Secretary- 
General. 

INTERNATIONAL COLLEGE OF SURGEONS, Madrid, Spain, May 20-24. Dr. 
Max Thorek, 850 West Irving Park Road, Chicago, Ill, U. S. A, 
Secretary-General, 

INTERNATIONAL CONGRESS OF BrocHEMISTRY, Paris, France, July 21-27. 
Prof. Jean Courtois, 4, Avenue de l’Observatoire, Paris 6°, France, 
Secretary. 

INTERNATIONAL CONGRESS OF COMPARATIVE PATHOLOGY, Madrid, Spain, 
May 4-11, Prof. Carda-Aparici, Calle Fernando V1.8, Madrid, Spain, 
Secretary. 

INTERNATIONAL CONGRESS OF DERMATOLOGY AND SyPHILOLOGY, London, 
England, July 21-26. Dr. Gordon B. Mitchell-Heggs, 5, Lisle St., 
London, W.C.2, England, General Secretary. 
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INTERNATIONAL CONGRESS ON DtAnetes, Leyden, The Netherlands, July 
7-12. Dr. F. Gerritzen, 33, Prinsegracht, The Hague, Netherlands. 

INTERNATIONAL CONGRESS OF Dietetics, Royal Tropical Institute, Amster- 
dam, The Netherlands, July 7-11. Miss Diane J. Ten Haaf, Educational 
Bureau of the Nutritional Council, 42 Koninginnegracht, The Hague, 
Netherlands, General Secretary. 

INTERNATIONAL CONGRESS ON DISEASES OF THE CHEST, Rio de Janeiro, 
Brazil, Aug. 24-30. Mr. Murray Kornfeld, 112 East Chestnut St., Chicago 
11, Illinois, Executive Secretary. 

INTERNATIONAL CONGRESS OF HAEMATOLOGY, Mar del Plata, Argentina, 
Sept. 21-26. Dr. Carlos Reussi, Anchorena 1710, Buenos Aires, Argen- 
tina, Secretary. 

INTERNATIONAL CONGRESS OF HEALTH TECHNICIANS, Palais de la Mutualite, 
Paris, France, June 9-14. Secretariat General, 6 Square Desaix, Paris 
XV°, France. 

INTERNATIONAL CONGRESS OF THE HisTORY OF MEDICINE, Nice-Cannes, 
France, and Monaco, Sept. 8-18. Dr. F. A. Sondervorst, 124 Avenue 
des Allies, Louvain, Belgium, Secretary-General. 

INTERNATIONAL CONGRESS OF INTERNAL Mepictne, Friends House, London, 
N.W.1, Eng. Sept. 15-18. Sir Harold Boldero, 12 Pall Mall East, 
London, S.W.1, England, Secretary. 

INTERNATIONAL CONGRESS ON MEDICAL RECORDS, London, England, Sept. 
7-12. Miss Gwen Perkins, 120 C Street S.E., Washington, D. C., Chair- 
man. 

INTERNATIONAL CONGRESS OF MEDICINE AND Sport, Paris, France. May 29- 
June 1, Prof. Chailley-Bert, 1 rue Lacretelle, Paris 15°, France, Chair- 
man. 

INTERNATIONAL CONGRESS ON NEUROPATHOLOGY, Rome, Italy, Sept. 8-13. 
Dr. Armando Ferraro, 722 W. 168th St., New York, N. Y., U. S. A,, 
Secretary General. 

INTERNATIONAL CONGRESS OF OTO-NEURO-OPHTHALMOLOGY, Lisbon and 
Estoril, Portugal, April 22-26. Prof. Diogo Furtado, Servico de Neur- 
ologia, Hospital dos Capuchos, Lisbon, Portugal, General Secretary. 

INTERNATIONAL CONGRESS OF PHysiIcaAl Mepicine, London, England, July 
14-19. Dr. A. C. Boyle, 45, Lincoln’s Inn Fields, London, W.C.2, 
England, Hon. Secretary. 

INTERNATIONAL CONGRESS OF PHYSIOPATHOLOGY OF ANIMAL REPRODUCTION 
AND ARTIFICIAL INSEMINATION, Copenhagen, Denmark, July 7-10. Prof. 
Ed. Sorensen, The Royal Veterinary and Agricultural College, Biilow- 
svej 13, Copenhagen V, Denmark. 

INTERNATIONAL CONGRESS FOR THERMALISM AND CLIMATOTHALASSOTHERAPY, 
Nice-Cannes, France, April 3-8. 

INTERNATIONAL CONGRESS OF UROLOGY, The Waldorf-Astoria, New York, 
N. Y., U. S. A., Sept. 15-18. Dr. John A. Taylor, 2 East 54th St., New 
York, N. Y., U. S. A., Secretary-General. 

INTERNATIONAL SOCIETY OF GEOGRAPHIC PATHOLOGY, Liége, Belgium, July 
15-18. Dr. Fred C. Roulet, Habelstr. 24, Basei, Switzerland, Secretary 
General. 

INTERNATIONAL UNION AGAINST TUBERCULOSIS, Rio de Janeiro, Brazil, 
Aug. 24-27. Prof, Etienne Bernard, 66 Blvd. St. Michel, Paris 6e, France, 
Secretary-General. 

NEURORADIOLOGIC SYMPOSIUM, Stockholm, Sweden, Sept. 17-20. Docent 
Ake Lindbom, Symposium Neuroradiologicum, Serafimerlasarettet, Stock- 
holm K., Sweden, Secretary. 

PAN-AMERICAN CONGRESS OF GASTROENTEROLOGY, Mexico City, D.F., May 
11-17. Dr. R. Flores-Lopez, Calle Dr. Balrmis, No. 148, Mexico City, 
D.F., Secretary. 

PAN-EUROPEAN CONGRESS OF GASTROENTEROLOGY, Bologna, Florence and 
Rome, Italy, April 20-26. Prof. Guido Bassi, Policlinic of St. Orsola, 
Bologna, Italy, Secretary. 

Wortp Mepicat Association, Athens, Greece, Oct. 12-16. Dr. Louis H. 
Bauer, 2 East 103d St., New York 29, N. Y., Secretary General 


EXAMINATIONS 
AND LICENSURE 


BOARDS OF MEDICAL EXAMINERS 

ALABAMA: Examination. Montgomery, June 24-26, 1952. Sec., Dr. D. G. 
Gill, 537 Dexter Ave., Montgomery 4 

ALASKA:* Examination. Juneau. On application in other towns where 
there are board members. Reciprocity. On application. Sec., Dr. W. M 
Whitehead, Box 140, Juneau. 

ARIZONA:* Examination. Phoenix, April 15-17. Reciprocity. Phoenix, April 
19. Sec., Dr. J. H. Patterson, 316 W. McDowell St., Phoenix. 

ARKANSAS:* Examination. Regular. Little Rock, June 5-6. Sec., Dr. Joe 
Verser, Harrisburg. Homeopathic. Little Rock, June 10-11. Sec., Dr. 
Carl S. Bungart, 105 N. 14th St., Fort Smith. Eclectic. Little Rock, June 
§-6. Sec., Dr. Frank C. Smith, 2301 Broadway, Little Rock. 

CALIFORNIA: Written. San Francisco, June 23-26; Los Angeles, Aug. 18-21; 
Sacramento, Oct. 20-23. Application must be received at least two weeks 
prior to date of examination. Oral for Reciprocity Applicants. San Fran- 
cisco, June 21; Los Angeles, Aug. 16; San Francisco, Nov. 8. Applicants 
are requested not to arrange to cOme to an oral examination until they 
receive notice from the Credentials Committee. Oral and Clinical for 
Foreign Medical School Graduates. San Francisco, June 22; Los Angeles, 
Aug. 17; San Francisco, Nov. 9. Sec., Dr. Frederick N. Scatena, 1020 
N St., Sacramento. 
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COLoRADO:* Examination. Denver, June 10-12. Final date for filing appli- 
cation is May 12. Reciprocity. Denver, April 8. Final date for filing ap- 
plication was Mar. 10. Sec., Dr. Samuel H. Brown, 831 Republic Bldg., 
Denver. 

Detaware: Dover, July 8-10. Sec., Dr. Joseph S. McDaniel, 229 South 
State St., Dover. 

FLoripa:* Examination. Jacksonville, June 29-July 1. Sec., Dr. Homer L, 
Pearson, 701 Dupont Bldg., Miami. 

GeorGia: Atlanta and Augusta, June. Sec., Mr. R. C. Coleman, 111 State 
Capital, Atlanta 3. 

Guam: The Commission on Licensure will meet whenever a candidate 
appears or submits his credentials. Ex. Sec., Dr. Austin W. Matthis, 
Agana. 

Hawau: Examination. Honolulu, July 14-17. Sec., Dr. I. L. Tilden, 1020 
Kapiolani St., Honolulu. 

IDAHO: Boise, July 14-16. Sec., Mr. Armand L. Bird, 305 Sun Bidg., Boise. 

ILLINOIS: Examination. Chicago, June 24-26 and Oct. 7-9. Supt. of Regis., 
Mr. Charles F. Kervin, Capitol Bldg., Springfield. 

INDIANA: Indianapolis, June 1952. Sec., Dr. Paul R. Tindall, 1138 K of P 
Bidg., Indianapolis 4. 

lowa:* Examination. lowa City, June 9-11. Sec., Dr. M. A. Royal, 506 
Fleming Bldg., Des Moines. 

Kansas: Kansas City, June 4-5. Sec., Dr. O. W. Davidson, 864 New 
Brotherhood Bldg., Kansas City. 

KENTUCKY: Examination. Louisville, June 3-5. Sec., Dr. Bruce Underwood, 
620 S. Third St., Louisville. 

MaryLtanp: Examination. Baltimore, June 17-20. Sec., Dr. Lewis P. 
Grundy, 1215 Cathedral St., Baltimore. Homeopathic. Baltimore, June 
17-18. Sec., Dr. John A. Evans, 6029 Bellona Ave., Baltimore. 

MIcHIGAN:* Examination. June. Sec., Dr. J. E. Mcintyre, 100 W. Allegan 
St., Lansing 8. 

MINNESOTA: Minneapolis, April 15-17. Sec., Dr. Julian F. DuBois, 230 
Lowry Medical Arts Bidg., St. Paul 2. 

NEBRASKA: Examination. Omaha, June 16-18. Director, Mr. Husted K, 
Watson, Bureau of Examining Boards, Room 1009, State Capitol, 
Lincoln. 

New JERSEY: Ee Trenton, June 17-20. Sec., Dr. E. S. Hallinger, 
28 W. State St., Trento 

New Mexico:* Santa Fe, “April 14-15. Sec., Dr. Charles J. McGoey, Coro- 
nado Bldg., Santa Fe. 

NortH Carona: Reciprocity. Pinehurst, May 5. Written. Raleigh, June 
16-19; Reciprocity. Raleigh, June 17. Sec., Dr. Joseph J. Combs, 716 
Professional Bldg., Raleigh. 

NortH Dakota: Examination. Grand Forks, July 9-11. Reciprocity, Grand 
Forks, July 12. Sec., Dr. C. J. Glaspel, Grafton. 

Onto: Examination. Columbus, June 17-20. Sec., Dr. H. M. Platter, 21 W, 
Broad St., Columbus 15. 

OKLAHOMA:* Examination. Oklahoma City, June 4-5. Sec., Dr. Clinton 
Gallaher, 813 Braniff Bldg., Oklahoma City. 

OrEGON:* Reciprocity. Portland, April 18-19. Examination. Portland, July, 
Exec. Sec., Mr. Howard I. Bobbitt, 609 Failing Bidg., Portland. 

SouTH CAROLINA: Reciprocity. Columbia, April 7. Sec., Dr. N. B, 
Heyward, 1329 Blanding St., Columbia 

Soutn Daxota:* Rapid City, July 15. Sec., Dr. C. B. McVay, Yankton 
Clinic, Yankton. 

Texas: Fort Worth, June 19-21. Sec., Dr. M. H. Crabb, 1714 Medical Arts 
Bidg., Fort Worth. 

UtaH: Examination. Salt Lake City, July. Asst. Dir., Mr. Frank E. Lees, 
314 State Capitol Bldg., Salt Lake City 1 

VirGInia: Examination. Richmond, June 12-14. Reciprocity. Richmond, 
June 11. Sec., Dr. K. D. Graves, 631 First St., S.W., Roanoke. 

VirGin ISLANDS: St. Thomas, June 4-5. Sec., Dr. Earle M. Rice, St. 
Thomas. 

West VirGinia: Charleston, April 7-8. Sec., Dr. H. H. Dyer, State Office 
Bldg. No. 3, Charleston 5. 

WASHINGTON: Seattle, July. Sec., Mr. Edward C. Dohm, Department of 
Licenses, Olympia. 

WISCONSIN:* Milwaukee, July 8-10. Sec., Dr. A. G. Koehler, 46 Washing- 
ton Blvd., Oshkosh. 


BOARDS OF EXAMINERS IN THE BASIC SCIENCES 

ALASKA: Examination. On application. Juneau or other towns in Territory 
as decided by Board. Reciprocity. On application. Sec., Dr, C. Earl 
Albrecht, Box 1931, Juneau. 

ARKANSAS: Examination. Little Rock, May 1 
1002 Donaghey Bldg., Littl Rock. 

District oF CoLumBiA: Examination. Washington, April 21-22. Sec., Dr. 
Daniel L. Seckinger, 4130 E. Municipal Bldg., Washington, D. C. 

Fioripa: Gainesville, June 7. Examination. Sec., Mr. M. W. Emmel, Box 
340, University of Florida, Gainesvilie. 

MICHIGAN: Examination. May. Sec., Miss Eloise LeBeau, 501 W. Michigan 
Ave., Lansing 15. 

OKLAHOMA: Examination, Oklahoma City, April 14. Sec., Dr. Clinton 
Gallaher, 813 Braniff Bidg., Oklahoma City. 

OREGON: Examination. Portland, June 7, Sept. 6 and Dec. 6. Sec., Dr. 
Charles D. Byrne, State Board of Higher Education, University of 
Oregon, Eugene. 

SouTH Dakota: Vermillion, June 13-14. Sec., Dr. Gregg M. Evans, 
310 E. 15th St., Yankton. 

Texas: Austin, April 18-19. Examination. Examination may also be given 
in Galveston, Dallas and Houston. Sec., Bro. Raphael Wilson, 306 Nalle 
Bidg., Austin. 

WISCONSIN: Examination, Milwaukee, June 7. Sec., Mr. W. H. Barber, 
Ripon College, Ripon. 


-2. Sec., Mr. L. E. Gebauer, 


* Basic Science Certificate required. 
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J.A.M.A., April 5, 1952 


DEATHS 


Coman, Francis Dana, New York; born in Wellsville, N. Y., 
Oct. 31, 1895; Johns Hopkins University School of Medicine, 
Baltimore, 1924; member of the faculty of his alma mater, 
serving in the departments of anatomy, surgery, and psychiatry 
from 1924 to 1939, and since that time professor of nutrition 
at Florida Southern College in Lakeland; assistant resident sur- 
geon and lecturer at the training school, Johns Hopkins Hospi- 
tal in Baltimore, 1927-1928; consulting medical director of the 
U. S. Antarctic Service from 1933 to 1935 and from 1939 to 
1941; trustee of the Andean Anthropological Institute; member 
of the environmental protection committee on quartermaster 
problems, National Research Council, medical director of the 
Byrd Antarctic expedition from 1928 to 1930 and the Ellsworth 
Transantarctic Expedition, 1934-1935; led the Coman Oceano- 
graphic Expedition in the Pacific Equatorial Islands, 1935-1936; 
held the Congressional Gold Medal of Honor for his work in the 
Antarctic and received the Croix de Guerre from the French 
government during World War I for service with the French 
22nd Infantry Division; during World War IL was consultant for 
the war plans division of the U. S. Air Force in 1941, served on 
the War Production Board in 1941-1942, and from 1942 to 1946 
was consultant to the military planning division of the Quarter- 
master General's Office; served as scientific adviser on research 
and development in the logistics division of the U. S. War De- 
partment General Staff since 1946; chairman of panel on expe- 
ditions, committee on geographic exploration of the Research 
and Development Board in 1947-1948, and since then has been 
consultant of the committee on geophysics and geography; U. S. 
delegate to the Pacific Science Congress in New Zealand in 1949; 
member of the American Association of Anatomists, American 
Public Health Association, American Geographical Society, 
and the Maryland Historical Society; fellow of the American 
Association for the Advancement of Science; past president of 
the American Polar Society: fellow and, since 1948, deputy di- 
rector of the Arctic Institute of North America; received an 
LL.D. from Florida Southern College, Lakeland in 1940; died at 
the Canadian United States test and development station in 
north central Canada, Jan. 28, aged 56. 


Vedder, Edward Bright * Colonel, U. S. Army, retired, Oak- 
land, Calif.; born in New York June 28, 1878; University of 
Pennsylvania Department of Medicine, Philadelphia, 1902; en- 
tered the regular Army in 1903; served during World War I; 
promoted through the various ranks to that of colonel in July, 
1929; served at various stations in the United States and the Phil- 
ippine Islands from 1904 to 1910; retired Oct. 31, 1933 for dis- 
ability in line of duty; chief of medical research division of the 
U. S. Arsenal at Edgewood, Md., from 1922 to 1925; assistant 
professor of pathology, Army Medical School, Washington, 
D. C., from 1913 to 1919 and director from 1930 to 1932; from 
1933 to 1942 professor of experimental medicine, George Wash- 
ington University School of Medicine in Washington, D. C.; 
fellow of the American Association for the Advancement of 
Science, American College of Surgeons, and the American Col- 
lege of Physicians; past president of the American Society of 
Tropical Medicine: member of the U. S. Army Board for the 
Study of Tropical Diseases from 1910 to 1913; senior member 
of the U. S. Army Board of Medical Research from 1925 to 
1928; member of Delta Kappa Epsilon, Sigma Xi, Washing- 
ton Academy of Sciences, Washington Academy of Medicine, 
and Association of Military Surgeons of the United States; di- 
rector of medical education, Alameda County Hospital, from 
1942 to 1947; received the honorary degree of doctor of science 
from the University of Rochester in 1924; author of “Beriberi,” 
“Medical Aspects of Chemical Warfare,” “Medicine: Its Contri- 
bution to Civilization,” “Prevalence of Syphilis in the Army,” 
“Sanitation for Medical Officers,” and “Syphilis and Public 
Health”; died in Walter Reed General Hospital, Washington, 
D. C., Jan. 30, aged 73. 


@ Indicates Fellow of the American Medical Association. 


Beck, Frederick Louis, Cheyenne, Wyo.; born in Otterville, 
Ill., April 13, 1871; University of Nebraska College of Medi- 
cine, Omaha, 1903; specialist certified by the American Board 
of Otolaryngology; fellow of the American College of Sur- 
geons; member of the American Medical Association and of its 
House of Delegates in 1935-1936; past president and at one time 
treasurer of the Wyoming State Medical Society; past president 
and secretary of the Laramie County Medical Society; formerly 
secretary of the Fillmore County (Neb.) Medical Society; past 
president of the Colorado Otolaryngological Society; affiliated 
with Laramie County Memorial Hospital, where he had served 
as president and secretary of the staff; died Jan. 8, aged 80, of 
coronary thrombosis. 


Metcalf, Carleton Ray, Concord, N. H.; Harvard Medical 
School, Boston, 1906; member of the American Medical Asso- 
ciation and the New England Surgical Society; for many years 
secretary-treasurer of the New Hampshire Medical Society; fel- 
low of the American College of Surgeons; past president of the 
New Hampshire Surgical Club; formerly on the board of educa- 
tion; served overseas during World War I; assistant superin- 
tendent of the Massachusetts General Hospital, Boston, from 
1908 to 1911; formerly affiliated with New Hampshire Memorial 
Hospital and Margaret Pillsbury General Hospital; died Jan. 17, 
aged 71, of fatty degeneration of the liver. 


Redish, Julius ® Lynbrook, N. Y.; University and Bellevue Hos- 
pital Medical College, New York, 1934; assistant professor of 
medicine at his alma mater, now known as the New York Uni- 
versity College of Medicine; specialist certified by the American 
Board of Internal Medicine; fellow of the American College of 
Physicians; member of the American Heart Association; on the 
staffs of South Nassau Communities Hospital in Rockville 
Centre, N. Y., Meadowbrook Hospital, Hempstead, N. Y., 
Brunswick Hospital, Amityville, N. Y., and Bellevue Hospital, 
New York; died Jan. 17, aged 41, of coronary occlusion with 
with myocardial infarction. 

Kerby, James Philip # Salt Lake City; George Washington Uni- 
versity School of Medicine, Washington, D. C., 1910; member of 
the House of Delegates of the American Medical Association 
from 1945 through 1949; past president of Salt Lake County 
Medical Society; member of the American Roentgen Ray 
Society, Radiological Society of North America, and the Ameri- 
can College of Radiology; served during World War 1; director 
of the Utah Division, American Cancer Society; on the staff 
of St. Mark’s Hospital; died Jan. 26, aged 65, of pulmonary 
metastasis, from malignant degeneration of irradiation lesions 
of the right hand. 


Balentine, Percy L., Philadelphia; University of Pennsylvania 
Department of Medicine, Philadelphia, 1894; member of the 
American Academy of Ophthalmology and Otolaryngology; died 
Dec. 11, aged 80. 


Bassett, Norman Hallowell # Atlantic City, N. J.; Hahnemann 
Medical College and Hospital of Philadelphia, 1912; consultant, 
Atlantic City Hospital; died Jan. 2, aged 67, of coronary 
thrombosis. 


Beddoe, Robert Earl, Shawnee, Okla.; Baylor University College 
of Medicine, Dallas, Texas, 1909; member of the American 
Medical Association, State Medical Association of Texas, and 
the American College of Hospital Administrators; died in City 
Hospital Jan. 19, aged 69, of a heart attack. 

Blair, Aaron L., Winchester, Ky.; University of Tennessee Medi- 


cal Department, Nashville, Tenn., 1899; died in Clark County 
Hospital, Jan. 6, aged 88. 


Bown, Albert Joseph ® Peoria, Ll.; University of Illinois Col- 
lege of Medicine, Chicago, 1928; specialist certified by the Ameri- 
can Board of Radiology; served during World Wars I and II; on 
the staff of St. Francis Hospital in Kewanee; died Nov, 11, aged 
53, of hemolytic anemia. 
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Brennan, John Patrick ® Camden, N. J.; Jefferson Medical Col- 
lege of Philadelphia, 1918; specialist certified by the American 
Board of Otolaryngology; affiliated with Camden County Gen- 
eral Hospital and the Camden County Hospital for Mental 
Diseases in Blackwood, Cooper Hospital and Our Lady of 
Lourdes Hospital, where he died Jan. 12, aged 58, of coronary 
occlusion. 


Buist, George Lamb, Sparta, N. J.; Yale University School of 
Medicine, New Haven, 1900; formerly practiced in Brooklyn, 
where he was a member of the Brooklyn Hospital staff; died 
Dec. 28, aged 79, of arteriosclerosis. 


Bunker, Robert E., Magnolia, Ohio; Chicago Homeopathic 
Medical College, 1904; died Dec. 29, aged 71, of coronary 
occlusion. 


Burr, Wayne Billingsly, Redondo Beach, Calif.; Kansas Medical 
College, Medical Department of Washburn College, Topeka, 
1913; on the staff of Seaside Memorial Hospital in Long Beach; 
died Jan. 14, aged 67, of coronary sclerosis. 


Burt, James Clark © Pittsburgh; Jefferson Medical College of 
Philadelphia, 1902; specialist certified by the American Board 
of Urology; formerly on the faculty of the University of Pitts- 
burgh School of Medicine; member of the American Urologi- 
cal Association; fellow of the American College of Surgeons; 
on the staff of St. Francis Hospital and Allegheny General Hos- 
pital, where he died Jan. 19, aged 74. 


Caiitri, Constant # Lawrence, Mass.; Baltimore Medical Col- 
lege, 1907; at one time school physician; affiliated with Bessie 
Burke Memorial and Clover Hill hospitals; died Jan. 16, aged 64, 
of coronary occlusion. 


Carr, George Byron, West Lynn, Mass.; Boston University 
School of Medicine, 1895; member of the American Medical As- 
sociation; for many years on the staff of Union Hospital in Lynn; 
died Dec. 28, aged 81, of arteriosclerotic heart disease. 


Chamberlain, Aims Reading * Maplewood, N. J.; Columbia 
University Coliege of Physicians and Surgeons, New York, 1905; 
died in Orange (N. J.) Memorial Hospital Dec. 27, aged 72, of 
cerebral thrombosis, hypertension and nephrolithiasis. 

Chandilee, Benjamin Herbert # Philadelphia; Jefferson Medical 
College of Philadelphia, 1924; fellow of the American College 
of Surgeons; clinical instructor in surgery, Woman’s Medical 
College of Pennsylvania; surgeon, Frankiord Hospital, associate 
surgeon, Northeastern Hospital, and consulting surgeon, Friends 
Hospital; died Jan. 6, aged 54, of acute myocardial infarction. 


Cocke, Jere Ellis, Asheville, N. C.; Louisville (Ky.) Medical 
College, 1905; member of the American Medical Association; 
served during World War I; for many years secretary-treasurer 
of the Buncombe County Medical Society; once deputy city 
health officer; for many years on the staff of the old Asheville 
Mission Hospital; died Jan. 26, aged 70, of arthritis. 

Coffey, Roy Calhoun, Bethany, Ill.; Northwestern University 
Medical School, Chicago, 1911; member of the American Medi- 
cal Association; past president of the Moultrie County Medical 
Society; served on the high school board for many years; died 
in St. Mary’s Hospital, Decatur, Dec. 29, aged 71, of arterio- 
sclerotic heart disease. 

Dollear, Albert Henry © Jacksonville, Ill.; St. Louis University 
School of Medicine, 1904; fellow of the American College of 
Physicians; member of the American Psychiatric Association; 
medical superintendent of the Norbury Sanatorium; died re- 
cently, aged 74, of arteriosclerotic heart disease. 


Dovey, Howard LeRoy # Mercersburg, Pa.; Maryland Medical 
College, Baltimore, 1911; died in Washington County Hospital, 
Hagerstown, Md., Dec. 22, aged 63, of coronary occlusion. 


Dumond, Vanny Henry ® Bay City, Mich.; Detroit College of 
Medicine, 1910; past president of the Bay County Medical So- 
ciety; served during World War I; on the staffs of Mercy and 
Bay City General hospitals; died Dec. 4, aged 64, of acute myo- 
cardial infarction. 

Fitzgibbon, William, Milwaukee; Wisconsin College of Physi- 
cians and Surgeons, Milwaukee, 1897; died Dec. 25, aged 84, 
of chronic myocarditis. 
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Genereux, Joseph Olivier, Webster, Mass.; Medical School of 
Maine, Portland, 1884; member of the American Medical As- 
sociation; for many years member of the school committee; 
affiliated with Webster District Hospital, where he was the first 
president of the staff; died Dec. 19, aged 92. 


Hagemann, Anna Wilhelmina, Fort Thomas, Ky.; Eclectic 
Medical College, Cincinnati, 1914; died in Summit, N. J., re- 
cently, aged 82, of chronic cardiovascular disease. 


Hawkins, Wilbur J., Millsboro, Pa.; College of Medicine and 
Surgery (Physio-Medical College), 1901; member of the Ameri- 
can Medical Association; died Nov. 13, aged 74, of carcinoma 
of the prostate. 


Hennerich, Otto Andrew Lewis, Hays, Kan.; St. Louis Univer- 
sity School of Medicine, 1909; member of the American Medi- 
cal Association; fellow of the American College of Surgeons; 
for many years on the staff of St. Anthony’s Hospital; died 
Dec. 7, aged 66, of coronary occlusion. 


Hogan, Arthur Rush, Burlington, Vt.; University of Vermont 
College of Medicine, Burlington, 1922; assistant professor of 
clinical surgery at his alma mater; served during World War 
I; member of the American Medical Association; fellow of the 
American College of Surgeons; attending surgeon and urologist 
at Fanny Allen Hospital and Bishop De Goesbriand Hospital, 
where he died suddenly recently, aged 54, of hypertension. 


Leith, George Guyford, Wilton Junction, lowa; State University 
of lowa College of Medicine, lowa City, 1908; member of the 
American Medical Association; died in University Hospital, 
lowa City, Dec. 21, aged 67, of coronary thrombosis. 


Mace, Margaret, North Wildwood, N. J.; Woman’s Medical 
College of Pennsylvania, Philadelphia, 1905; for many years 
police surgeon and school physician; died Dec. 16, aged 87. 


Martino, Salvatore V., Auburn, N. Y.; Regia Universita di 
Napoli Facolta di Medicina e Chirurgia, Italy, 1915; member 
of the staff of Crouse-Irving Hospital in Syracuse; served during 
World War I as a captain in the Italian Army Medical Corps; 
died Dec. 29, aged 67. 


Mount, Louis Burgh # St. Petersburg, Fla.; Cornell University 
Medical College, New York, 1905; specialist certified by the 
American Board of Dermatology and Syphilology; member of 
the American Dermatological Association; on the staff of Mound 
Park Hospital; died Dec. 10, aged 71, of cerebral hemorrhage. 


Owsley, Emma Frances Young, London, Ohio; Ohio Medical 
University, Columbus, 1893; at one time practiced in Dayton, 
where she was a member of the board of health; died in Colum- 
bus, Dec. 17, aged 79, of cerebral hemorrhage. 


Schmidt, Otto V. Mackenty ® New York; McGill University 
Faculty of Medicine, Montreal, Canada, 1922; specialist certi- 
fied by the American Board of Otolaryngology; member of the 
American Academy of Ophthalmology and Otolaryngology; fel- 
low of the American College of Surgeons; on the staff of the 
Manhattan Eye, Ear, and Throat Hospital; died suddenly Jan. 
15, aged 52. 


Seidier, William A. ® Jamaica, lowa; St. Louis College of Physi- 
cians and Surgeons, 1902; served on the state board of health 
and as president of the board of directors of the Perry State 
Bank; died Dec. 24, aged 73. 

Sevey, Leon Edmund * Grand Rapids, Mich.; University of 
Pittsburgh School of Medicine, 1913; past president of the Kent 
County Medical Society and the Michigan Society of Industrial 
Surgeons; member of the Industrial Medical Association; served 
overseas during World War I; on the courtesy consulting surgi- 
cal staff at Butterworth Hospital; on the consulting surgical 
staffs, St. Mary’s Hospital and Blodgett Memorial Hospital, 
where he died Dec. 26, aged 60, of carcinoma. 


Shaw, Walter Corson, Ridgway, Pa.; Jefferson Medical College 
of Philadelphia, 1906; fellow of the American College of Sur- 
geons; served on the Mexican border, and during World War I; 
on the staff of Andrew Kaul Memorial Hospital in St. Marys; 
died Dec. 8, aged 68, of cerebral hemorrhage. 


Slater, Thomas H., Atlanta, Ga.; Meharry Medical College, 
Nashville, Tenn., 1890; died Feb. 2, aged 86. 
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Speck, Carl Thomas, Cleveland, Tenn.; University of Nashville 
Medical Department, 1908; affiliated with Speck Hospital; died 
Jan. 16, aged 69. 


Starnes, Brand ® New Lisbon, Wis.: Northwestern University 
Medical School, Chicago, 1907: served overseas dring World 
War |; affiliated with St. Mary’s Hospital in Sparta, where he 
died Jan. 16, aged 69. 


Starzynski, Thaddeus Anthony, Tucson, Ariz.; Western Penn- 
sylvania Medical College, Pittsburgh, 1907; died Dec. 25, 
aged 66. 


Stickier, Benjamin Franklin, Columbia City, Ind.; Indiana Uni- 
versity School of Medicine, Indianapolis, 1911; served as a 
member of the county board of health and as county coroner; 
died in Norways Sanatorium, Indianapolis, Jan. 18, aged 66, 
of cerebral hemorrhage and diabetes mellitus. 


Stuits, Baldwin Shields, Dunnellon, Fla.; University of Alu- 
bama Schoo! of Medicine, Mobile, 1909; past president of the 
Marion County Medical Society; affiliated with Munroe 
Memorial Hospital in Ocala; served in France during World War 
I; died in Williston Dec. 27, aged 63, of tubercu!ous pneumonia. 
Sudarski, Mendel Isaac #® New York; Friedrich-Wilhelms-Uni- 
versitat Medizinische Fakultaét, Berlin, 1912; on the staff of the 
Maimonides Hospital in Brooklyn; died Dec. 30, aged 66. 


Susskind, Myron V. @ Jackson, Mich.; University of Michigan 
Medical School, Ann Arbor, 1933; served during World War 
Il; died suddenly Jan. 29, aged 49, of coronary heart disease. 


Syndergaard, Hyrum Francis, Los Angeles; the Hahnemann 
Medical College and Hospital, Chicago, 1914; died recently, aged 
68, of chronic myocarditis. 


Tanner, Ivins Snow *# Staten Island, N. Y.; George Washington 
University School of Medicine, Washington, D. C., 1932; served 
during World War Il; affiliated with Staten Island Hospital, 
where he died Feb. 4, aged 51, of coronary occlusion. 


Taylor, Frederick Whitaker # Provo, Utah; University of the 
City of New York Medical Department, New York, 1892; mem- 
ber of the House of Delegates of the American Medical Asso- 
ciation in 1906; fellow of the American College of Surgeons; past 
president of the Utah State Medical Association and the Utah 
County Medical Society; for many years member of the state 
board of medical examiners: served during World War I; affil- 
iated with Utah Valley and Utah State hospitals; died Jan. 11, 
aged 85, of coronary occlusion. 


Thompson, Arthur Francis, New Haven, Conn.; New York 
Homeopathic Medical College and Hospital, New York, 1898; 
member of the Medical Society of New Jersey; formerly prac- 
ticed in East Orange, where he was affiliated with East Orange 
General Hospital for many years; died Dec. 29, aged 76, of 
arteriosclerotic heart disease. 


Tooker, Orlando Arnold, Lansing, Mich.; Detroit College of 
Medicine, 1894; died Jan. 16, aged 80, of congestive myocardial 
failure. 

Umsted, William Maitiand, Philadelphia; University of Penn- 
sylvania Department of Medicine, Philadelphia, 1889; member 
of the American Medical Association; died Jan. 17, aged 88, of 
virus pneumonia. 


Upson, George Dwight, Greenwich, Conn.; Western Reserve 
University Medical Department, Cleveland, 1889; formerly prac- 
ticed in Cleveland, where he was on the staffs of St. Vincent 
Charity and St. Alexis hospitals; died in Cleveland Dec. 27, aged 
85, of Parkinson’s disease. 

Van Schott, Gerard Johan V., Passaic, N. J.; Howard Univer- 
sity College of Medicine, Washington, D. C., 1888; Georgetown 
University School of Medicine, Washington, D. C., 1889; served 
as health officer and city physician; one of the organizers and 
formerly staff member of Passaic General Hospital; died Dec. 
14, aged 96, of arteriosclerotic heart disease. 


Vickery, Orris Storer, Belfast, Maine: Syracuse University Col- 
lege of Medicine, 1904; chairman of the school board; at various 
times chairman of the county board of commissioners; for many 
years medical examiner for Waldo County; died Dec. 23, 
aged 73. 


J.A.M.A., April 5, 1952 


Wall, Charles fra # Raine!le, W. Va.; Maryland Medical Col- 
lege, Baltimore, 1903; one of the founders of East Rainelle Gen- 
eral Hospital, serving as president of the institution until his 
retirement in 1948; died Jan. 23, aged 72, of carcinoma of the 
mouth and diabetes mellitus. 


Wall, Malcolm Musgrave, San Francisco; Vanderbilt University 
School of Medicine, Nashville, Tenn., 1935; served during 
World War II; died Jan. 1, aged 42. 


Ward, George Fletcher, Detroit; Syracuse University College 
of Medicine, 1913; member of the American Medical Associa- 
tion; died Jan. 19, aged 67, of congestive heart failure. 


Ward, Thomas A. Miller, Chelan, Wash.; Kentucky School of 
Medicine, Louisville, 1887: member of the American Medical 
Association; on the staff of Lake Chelan Community Hospital, 
where he died Dec. 26, aged 87, of pulmonary edema. 


Wheet, Frederick Eugene, Westbrook, Me.; New York Univer- 
sity Medical College, 1892; member of the American Medical 
Association; for many years city physician; served during World 
War I; affiliated with Westbrook Hospital; died Jan. 16, aged 84, 
of pulmonary tuberculosis. 


‘Whitfield, Amelia Martha Atkins, Los Angeles; University of 


Michigan Homeopathic Medical School, Ann Arbor, 1878; the 
Hahnemann Medical College and Hospital, Chicago, 1883; dica 
Dec. 24, aged 94, of arteriosclerosis. 


Whitley, Ayer M. D. # Charlotte, N. C.; Baltimore Medical Col- 
lege, 1908; on the staff of the Mercy Hospital, where he died 
Dec. 28, aged 67, of coronary thrombosis. 


Wiley, Herbert Henri, Algonac, Mich.; Detroit College of Medi- 
cine, 1899; for many years member ef the board of education; 
served as director and vice-president of the Utica State Bank; 
died Jan. 20, aged 78, of carcinoma of the prostate. 


Wilke, Julian Otto, Covina, Calif.; Johns Hopkins University 
School of Medicine, Baltimore, 1922; member of the American 
Medical Association; affiliated with Covina Inter-Community 
Hospital, died Jan. 14, aged 57, of coronary disease. 


Winn, James Warren, Higbee, Mo.; Missouri Medical College, 
St. Louis, 1895; member of the American Medical Association; 
died in St. Joseph’s Hospital, Boonville, Dec. 11, aged 80, of 
pancreatic disease and arteriosclerosis. 

Woodburn, Charles McKeehan, Binghamton, N. Y.; University 
of Pennsylvania Department of Medicine, Philadelphia, 1899; 
member of the American Medical Association; formerly on the 
staffs of the Robert Packer Hospital in Sayre, Pa., and Tioga 
County General Hospital in Waverly; served during World War 
I; died in Towanda, Pa., Jan. 17, aged 77, of coronary occlusion. 
Zukerman, Morris, Rock Isiand, Ill; State University of lowa 
College of Medicine, lowa City, 1943; member of the American 
Medical Association; specialist certified by the American Board 
of Internal Medicine; certified by the National Board of Medi- 
cal Examiners; affiliated with Public Hospital, Moline Gil.) and 
St. Anthony’s hospitals; died in lowa City recently, aged 33, of 
cerebral hemorrhage. 


DIED WHILE IN MILITARY SERVICE 


Freeman, Franklin Otis, Waukegan, Ill.; born in Spokane, 
Wash., Feb. 20, 1925; University of Michigan Medical 
School, Ann Arbor, Mich., 1948; served a rotating in- 
ternship at the University of Michigan Hospital in Ann 
Arbor, followed by one year residencies in internal medi- 
cine and psychiatry at the same hospital; commissioned a 
lieutenant (jg) in the medical corps of the U. S. Naval 
Reserve in November, 1950, and reported for active duty 
at that time: at the time of his death was assigned to the 
medical department, administrative command, Naval 
Training Center, Great Lakes, Ill.; died at the Naval Hos- 
pital in Great Lakes, Ill, Oct. 14, aged 26, of bulbar 
poliomyelitis. 


V 14 
1952 


Vol. 148, No. 14 


1239 


GOVERNMENT SERVICES 


ARMY 


290 Reservists to Be Called in July.—The Department of the 
Army announced March 13 that 290 officers of the Army Medi- 
cal Service Reserve will be ordered into active service in July. 
Included in the group are 135 physicians, 135 dentists, and 20 
veterinarians. Selection of officers to fill quotas will be made 
from those officers who, prior to their appointment in the or- 
ganized reserve corps, were or would have been classified by 
the Selective Service System in priority 1 under the provisions 
of Public Law 779, 81st Congress. 

The officers will be notified as soon as possible, but in no 
case will they be given less than 30 days to close out personal 
and business affairs, unless they wish to report earlier. Medical 
officers selected will be ordered into the active military service 
for a period of two years. The 290 medical officers will be drawn 
from the Army areas as follows: First Army, 60; Second Army, 
33; Third Army, 37; Fourth Army, 28; Fifth Army, 56; Sixth 
Army, 58; U.S. Army, Pacific, 10; and U. S. Army, Caribbean, 8. 


Library Time Spent on Requests.— During the four months end- 
ing with Jan. 31, the Army Medical Library employees spent 
a total of 33,673 hours in filling certain categories of requests 
received from civilians, government agencies, and the armed 
forces. Of this total, 2,863 hours were devoted to filling civilian 
requests, 1,456 to the armed forces requests, and 1,092 hours 
to government agencies requests. Of the 4,560 books loaned, 
1,366 went to civilians, 2,051 to the armed forces, and 1,143 to 
government agencies. 

The photoduplication service conducted by the library re- 
quired a total of 23,702 hours to fill requests, of which 7,407 
were spent on civilian requests, 14,309 for the armed forces, 
and 1,986 for government agencies. These figures include not 
only filming, editing, and processing time, but time required to 
verify references, take volumes from the shelves, carry them to 
and from the photoduplication laboratory, and replace them on 
the shelves. Even at that, it averages just over two minutes for 
each page copied. 


CIVIL DEFENSE 


Management of Burns Under Disaster Conditions.— After ex- 
perimental clinical trial, the subcommittee on burns of the Na- 
tional Research Council approved basic specifications for a 
standard burn dressing, and the Department of Defense and the 
Federal Civil Defense Administration adopted the National Re- 
search Council’s recommendation. This new type cellulose pad 
burn dressing involves the principle of protecting the injured 
area from all kinds of trauma, including infection, in such a 
way as to create the most satisfactory conditions for healing. 
Since its usefulness is not limited to the treatment of burns, the 
dressing is also called a universal protective dressing; it can be 
used on all types of wounds, including lacerations, penetrating 
injuries, and compound fractures, with splints applied over the 
dressing; it can also be used as a compression dressing. Bids 
for the manufacture of the first 470,000 burn dressings were 
opened in January, and this quantity will go to the states par- 
ticipating in the federal-state matching program. This quantity 
is about 10% of the total number of burn dressings that may 
be contracted for in the fiscal year 1952, both for the matching 
and 100% federal stockpile programs. As quantities of these 
dressings are manufactured, some revisions or refinements of the 
specifications may become necessary. 

In its news bulletin of Feb. 29, 1952, the Federal Civil De- 
fense Administration states that for first-aid treatment of burns 
the Civil Defense Administration recommends application of a 
clean dry dressing such as old sheets, towels, or other clean, 
‘roned material, which can be prepared in any household. Such 


a dressing protects the burned area, and by covering it, tends to 
relieve pain. In addition, it will not interfere with subsequent 
definitive therapy when the burned victim is treated at an aid 
station or hospital. No ointment or other topical medication 
should be used for surface treatment of cutaneous burns as a 
first-aid measure, 


PUBLIC HEALTH SERVICE 


Surgeon General Reappointed.—Dr. Leonard A. Scheele will 
be sworn in as Surgeon General of the Public Health Service 
on April 6 for his second four-year term. Dr. Scheele’s appoint- 
ment was confirmed by the Senate after his nomination by 
President Truman had been unanimously recommended by the 
Senate Labor and Public Welfare Committee. His predecessor, 
Dr. Thomas Parran, served three terms, and Dr. Hugh S. Cum- 
ming, who preceded Dr. Parran, was Surgeon General for 16 
years. Dr. Scheele, who is 44 years old, was the youngest Sur- 
geon General in PHS history at the time of his original appoint- 
ment in 1948. 


Illness Caused by Foods in 1950.—For the first time in the 28- 
year recorded history of milk-borne diseases, in 1950, no out- 
breaks of typhoid fever in the United States were caused by 
milk, according to the Public Health Service. The 62 cases of 
all miik-borne diseases was the lowest number ever recorded. 
Of these, 54 were undifferentiated gastroenteritis and 8 undulant 
fever, none of which resulted in death. The number of out- 
breaks ot water-borne disease in 1950 was the lowest since the 
beginning in 1938 of the reporting period. There were 15 out- 
breaks and 1,299 cases, most of them undifferentiated gastro- 
enteritis. Seven cases of typhoid were traced to polluted water. 
For the first time in this period there were no deaths from any 
water-borne disease. 

In contrast to the decline in milk and water-borne diseases, 
outbreaks of illness caused by other foods in 1950 were the sec- 
ond highest in the previous 12 years. The apparent increase prob- 
ably indicates better reporting of outbreaks. The peak number 
of outbreaks occurred in 1949, when 367 were reported. Most 
of the 1950 cases were caused by food poisoning and gastro- 
enteritis, with a large number resulting from paratyphoid infec- 
tion (salmonellosis). Five deaths in 1950 were ascribed to food- 
borne illness, the lowest total recorded in the 12 year period. 
Two of these deaths resulted from botulism, two followed food 
poisoning, and one resulted from unknown causes. 


Microscopicai Diagnosis of Malaria.—The second edition of “A 
Manual for the Microscopical Diagnosis of Malaria in Man” is 
now available. The revision was prompted by the discovery by 
Shortt in 1948 of the tissue (exoerythrocytic) stages of human 
malaria parasites. The new edition gives a more complete his- 
tory of the life cycle of the human malaria parasites by includ- 
ing material on Shortt’s discovery. The work on avian and simian 
malaria parasites, which preceded the discoveries on the human 
parasites, has been carefully outlined, and reference made to 
the studies of Fairley, which had indicated the presence of some 
hidden phase of the parasite in man. The results of Shortt’s 
earlier work on these exoerythrocytic states are outlined in some 
detail. 

Much space is given to the making, handling, and staining of 
blood films and to species identification in both thin and thick 
blood films. A table on thick film characteristics of stages and 
species of the malaria parasites has been added. A simple method 
of enumeration of parasites is included. New color plates have 
been added to those of the three common species of malaria in 
both the thin and the thick film. Copies of this manual may be 
obtained for 40 cents by writing to Superintendent of Docu- 
ments, Government Printing Office, Washington, D. C. 
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Prophylaxis of Rabies.—In recent months many cases of 
rabies were observed in humans as a result of the increasing 
number of dogs that were abandoned in the streets. Sanitary 
authorities of the city of Buenos Aires and the provinces of 
Buenos Aires and Cordoba were obliged to adopt severe meas- 
ures. First, dogs that were not licensed were taken from the 
streets and killed. Secondly, the campaign for a yearly com- 
pulsory vaccination of dogs was intensified, and antirabies in- 
stitutes were enlarged and improved in respect to accommoda- 
dation, employees, and resources. 


International Congresses.—The Sixth International Congress 
of Hematology will be held next September in the city of Mar 
del Plata, under the presidency of Dr. Alfredo Pavlovsky. The 
Interamerican Cardiological Congress will be held in Buenos 
Aires next September. Outstanding specialists from the United 
States are expected to attend both congresses. 


Chiropractic.—Until now, treatment of diseases by means of 
chiropractic was not permitted in Argentina. Because of this, it 
was surprising to hear that a recent resolution had been passed 
by the Ministry of Public Health stating that, because 500 per- 
sons were successfully treated by Kotaro Nagashima and Dr. 
Berge, the treatment of some diseases by this method will be 
permitted. 


DENMARK 


Supersonic Ther2py.—Supersonic therapy has begun to excite 
interest in Denmark owing to reports in favor of it from other 
countries, Germany in particular, and owing also to its appli- 
cation to various diseases that are known for their refractori- 
ness to older methods of treatment. The equipment is costly, 
and the technique requires skill and judgment, but these ob- 
stacles are no great check to its popularity, since the public is 
anxious to find a short cut to recovery. In a recent issue of the 
journal of the Danish Medical Association, Ugeskrift for laeger, 
are three articles on the subject, an editorial and two original 
articles dealing with hospital and private practice. The editorial 
stresses the need for caution with this new remedy. Apart from 
the high cost of this treatment, the harm it may do to a patient 
may be so insidious that it is not detected till too late. It may 
also harm the persons administering it. 

The first original article is from a military hospital in Copen- 
hagen, where the author, Dr. Holger Schledermann, has pro- 
vided adequate controls. Since February, 1951, he has applied 
this treatment to three diseases, which are easily diagnosed, tend 
to last many days, and are likely to be refractory to treatment 
of any kind. They were (1) periostosis of the tibia, (2) peri- 
tendinitis of the common head of the extensor brachii, and (3) 
peritendinitis of Achilles tendon. The patients who served as 
controls underwent older methods of treatment, such as mas- 
sage and thermal treatment, for the same type of lesion. The 
results of supersonic therapy were, in all three groups, inferior 
to those obtained with the older remedies. What was perhaps 
most disquieting was the development of a fracture of the tibia 
in two cases during treatment—an accident hitherto not ob- 
served by Dr. Schledermann in connection with the older 
methods of treatment. He adds that experiments on animals 
have shown that supersonic therapy actually can fracture bones. 

The other original article, by Dr. Sven Dahl, is concerned 
with a mixed group of cases. His first 98 cases include such dif- 
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ferent conditions as rupture of a muscle, bronchial asthma, and 
varicose ulcers, as well as “obscure inflammations in hands and 
fingers.” He mentions no controls, and he refers to the improve- 
ment achieved in many cases as being almost miraculous. He 
recommends this treatment to private practitioners whose pa- 
tients cannot get to a hospital. 


The Refsnas Coast Hospital Then and Now.—In considering 
the changes that have taken place in the character of the dis- 
eases of patients treated at a typical coast hospital in Denmark 
during the last 60 years, Dr. Svend Heinild found that the dis- 
eases treated at the Refsnes Coast Hospital in 1890 were very 
different from those treated in 1950. This hospital was opened 
in 1875. Fifteen years later about 90% of the cases were tuber- 
culous, and tuberculosis was often associated with other serious 
infections, such as gastroenteritis, diphtheria, and scarlatina. In 
November, 1948, a special department was established at Refs- 
nzs Hospital for the care of nontuberculous children. This de- 
partment is in close touch with the children’s out-patient 
department of Finsen Institute, through which some 2,000 pa- 
tients up to the age of 15 pass each year. From Finsen Institute 
in Copenhagen some 300 patients between the ages of 2 and 15 
years are sent to Refsnes Coast Hospital each year. Between 
one-third and one-half of these children show none of the or- 
gan:c lesions so characteristic of a coast hospital clientele 60 
years ago. Many of these children are convalescing after having 
some acute infection of the upper respiratory tract. They suffer 
from asthenia, anemia, and lassitude; they are nervous and 
underweight; and less than 10% of them are spontaneously 
tuberculin-positive. By spontaneous positivity is meant the re- 
action that does not depend on BCG vaccination. 


In seeking to explain why this profound change has come 
over the Refsnes Coast Hospital clientele during the past 60 
years, Dr. Heinild draws a picture of a typical Danish home 
then and now. The Danish home 60 years ago may have pro- 
duced much organic disease, but it did not produce the large 
group of nervous and debilitated children, which reflects the 
state of the present-day home. Formerly children grew up in 
homes in which the mother was an integral part. Then, and for 
many previous centuries, they learned in a family circle to be- 
have and to earn a living, closely associating wage-earning with 
living. At the present time the mother is often a wage-earner 
outside her home and is incapable of giving her offspring the 
care they need. Dr. Heinild attaches much more importance 
to this explanation than to the one that gives housing problems 
most of the blame. Indeed, bad housing was an important causa- 
tive factor in only about 2 to 3% of the cases at the Refsnes 
Coast Hospital. 


Centenary of Ophthalmologist J. Bjerrum.—The Danish oph- 
thalmologist Professor Bjerrum was born Dec. 26, 1851. He 
died on July 2, 1920, after a distinguished career, which has 
given him an honorable place in textbooks on ophthalmology 
outside as well as inside of Denmark. Celebrations of his cen- 
tenary have included an appreciative survey of his career by 
Dr. Holger Ehlers. After the annexation of Schleswig-Holstein 
by Germany, Bjerrum was sent to Denmark to complete his edu- 
cation. After qualifying as a physician in 1876, he worked at an 
eye hospital in Havnegade, where he undertook painstaking re- 
search into the perception of light and form, a subject with which 
his doctoral thesis was concerned. In addition to his two books 
on the examination of the eyes and the use of the ophthal- 
moscope, he published a long series of articles on glaucoma and 
photophobia. In the opinion of Dr. Ehlers, Bjerrum’s chief claim 
to fame depends on his investigations in the field of vision. His 
observation of small defects in connection with glaucoma was at 
first greeted with considerable skepticism abroad, but the clini- 
cal importance of his discovery to the diagnosis of glaucoma 
was ultimately admitted by his critics. 
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ITALY 


Studies on Diabetes Mellitus.—Papers on the subject of diabetes 
mellitus have been published in Italy recently by Ernst Boris 
Chain, Nobel prize winner, Professor Gigon, director of the 
University of Basel Medical Clinic (Switzerland), and by Prof. 
L. Antognetti, from the University of Genoa. Mrs. Anna Beloff 
Chain, wife of the Nobel prize winner, Professor Chain, Prof. 
Daniele Bovet, who at the Institute Pasteur in Paris recognized 
the active therapeutic nucleus in the sulfonamide molecule, and 
Professor Pocchiari reported on the metabolism of glucose 
l-phosphate in healthy and diabetic rabbits. Professors Chain 
and Bovet have been working in Rome at the head of the 
Laboratories of Biological and Therapeutic Chemistry of the 
Higher Institute of Health, of which Prof. Domenico Marotta 
is director., 

Soon after the discovery of insulin, it was proved that the 
amount of inorganic phosphorus present in the blood decreases 
in normal animals after one injection of insulin and glucose, 
and it was suggested that insulin exerts its antiglycemic action 
by influencing the phosphorylation of carbohydrates and their 
derivatives. To test this assumption, Chain and his co-workers 
studied various intermediary “phosphorylates” of glucose me- 
tabolism in healthy animals and in alloxan-diabetic animals. 
These studies were begun on glucose I-phosphate, considered 
one of the first derivatives of glucose after it has entered the 
cell. It was found that glucose 1l-phosphate intravenously in- 
jected in rabbits in doses of 1.5 gm. per kilogram of body weight 
quickly leaves the blood and enters the cellular tissues of the 
healthy and the alloxan-diabetic rabbits. The velocity with which 
it disappears is the same for both groups of rabbits, and in both 
groups 30% of the glucose 1-phosphate is excreted in the urine. 
Glucose, however, disappears quickly from the blood of healthy 
rabbits but remains in circulation for a prolonged period of 
time in the alloxan-diabetic rabbits. It is, therefore, evident that 
glucose can enter the cells of the tissue of diabetic rabbits only 
in the form of glucose I-phosphate. By inducing phosphorylation 
of carbohydrates, insulin renders them able to penetrate in the 
cells, and the glucose that circulates in the blood decreases and 
disappears. 

These researches were contemporaneous with the clinical ob- 
servations of Drs. J. Bornstein and R. D. Lawrence, who con- 
cluded that the blood plasma of some diabetics contains an 
“anti-insulin” factor. It is found in the blood plasma of dia- 
betics who are thin, susceptible to ketosis, and generally young 
in age. If their plasma is injected in rats, the rats will not react 
to the action of the insulin that is administered to’ them. On 
the contrary, in diabetics who are fat, plethoric, and middle- 
aged this factor is not present in the blood, and rats in which 
blood plasma of these diabetics is injected do not become “in- 
sensitive” to insulin. Houssay and his co-workers asserted that 
there are insulins in which it is possible to find the anti-insulin 
factor, which can even be “isolated.” On the basis of the studies 
made by Chain, Bornstein and Lawrence, and Houssay and his 
co-workers, one may conclude that some insulins cannot per- 
form phosphorylation of glucose in a satisfactory way, but that, 
on the contrary, they arrest it. 

On the other hand, there are diabetics whose sugar in the 
blood decreases quickly after receiving a small dose of insulin 
or even after a slight modification of diet, while there are others 
(young and thin) in whom even high doses of insulin never make 
the amount of glucose decrease. For this reason some physicians 
in Scandinavia prefer to keep diabetic children on an unrestricted 
diet and to give them massive doses of insulin, because there is an 
“insulin-resistance” that a change in diet does not affect. 

Glucose in Diabetes.—Professor Gigon, the specialist in dia- 
betes from Switzerland, director of the University of Basel Medi- 
cal Clinic, reported on the pathogenesis of diabetes and dis- 
cussed in particular carbohydrate metabolism in man. Glucose 
causes in a healthy peson, 10 to 12 hours after the last meal, an 
increased production of carbon dioxide. This increase (6 to 7 
gm. for each 50 gm. of glucose) is, up to a certain limit (about 
150 gm. of glucose), proportional to the ingested quantity of 
glucose. Beyond this limit, carbon dioxide does not increase. 
Professor Gigon considers this the maximum physiological limit 
of assimilation of glucose. If this limit is surpassed glycosuria 
may occur. According to Professor Gigon, small meals are 
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preferable to large meals for a diabetic. The various carbo- 
hydrates do not have the same action: 20 gm. of bread do not 
have the same effect as 20 gm. of rice or oats. Rice is always 
less tolerated. Potatoes are, in general, more tolerated than 
farinaceous foods (noodles). Insulin is not always necessary. He 
considers minimum doses of insulin to be preferable. He 
attributes great importance to oats. A three-day diet of oats 
decreases the amount of sugar in the blood and influences even 
the precomatose condition. Abuse of insulin is always dangerous. 
He thinks that potassium salts help the production of glycogen 
in the liver and are, therefore, useful for the diabetic in that 
they withdraw circulating glucose. 

Effect of Cocarboxylase.—At the 52nd Convention of the 
Italian Society of Internal Medicine Prof. L. Antognetti from 
Genoa reported on the action of cocarboxylase in diabetes. When 
the organism is unable to get the element that supplies the reserve 
of adenosine triphosphate (ATP) it appeals to other sources. 
This element is giucose. When it cannot be utilized because it 
does not undergo adequate phosphorylation and continues to 
circulate in the blood, the organism appeals to fats and pro- 
teins, and it must then utilize pyruvic acid to obtain the other 
source of energy supply. A substance that presides over the 
utilization of pyruvic acid is cocarboxylase, which is a part of 
thiamine (vitamin B-1). This explains the therapeutic advantage 
of administration of appropriate vitamins in the treatment of 
diabetes. 


LONDON 


Death of the King.—The peoples of the United Kingdom and of 
the whole British Commonwealth were plunged into deep sorrow 
by the announcement on Feb. 6 that His Majesty King George VI 
had died. There was a deep sense of personal loss at his passing 
ameng all persons in every class of the community. After a 
successful recovery from the major operation of pneumonectomy 
dene last September, he succumbed to the vascular disease that 
he had had for several years. His end was peaceful and cecurred 
while he slept. His last day was spent with his friends at his 
country home in Sandringham, Norfolk. 

When he was unexpectedly called on to occupy the throne 15 
years ago, he had to fight to overcome a speech impediment that 
caused him much difficulty in public speaking; later, poor cir- 
culation in one leg and arduous duties placed a great strain on 
his body and mind. In spite of these disabilities and the troubling 
times of war and political upheaval that the country underwent 
during his reign, the king carried out his duties, as one journal 
expresses it, “almost faultlessly.” 

After World War I, he became an undergraduate student at 
Cambridge University and developed an interest in industrial 
affairs. At that time he was the Duke of York and a young man 
of 24. He became president of the Industrial Welfare Society, an 
crganization formed with the idea of improving relations be- 
tween employers and workers. In the following five years he 
visited no less than 150 factories throughout the country, ex- 
plaining employers and employees to each other. This was the 
first time that a member of the royal family had formed a per- 
sonal link with the great masses employed in many industries, 
and his efforts, including the emphasis he placed on physical 
training in industry, were of great service to the country. He also 
instituted summer camps for boys, half of whom came from 
private schools and half from industrial districts. Over a period 
ef some 15 years, 7,000 boys shared together the work and fun 
cf camp life. During this period he was also closely associated 
with the British Empire Cancer Campaign and presided over its 
annual meetings on many occasions. He gave unstintingly of his 
time to many other medical and scientific institutions. One of 
his often quoted remarks, made in 1933 when he inaugurated 
the International Paediatric Congress, the first to be held in Great 
Britain, was “take care of the young and the country will take 
care of itself.” He had been the patron of the British Medical 
Association from shortly after the time of his accession to the 
throne until his death. 

During his lifetime, the king was no stranger to surgical treat- 
ment. Before he became king, he had, as Duke of York, many 
public duties to perform, and even then suffered the handicap of 
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being ill many times. When a naval cadet at Osborne. he had a 
severe attack of pmewmonia. In 1914. just after the outhreak of 
war, he was operated on for appendicitis. Later. having seen 
active service with the Rowal Navy m the Battle of Jutland. he 
had a period of serious iff health. amd. mm 1917, he had am oper- 
ation for duodenal ulcer. In November. 1948, he submitted to 2 
sympathectomy that was dome to mmprove the cuculation m one 
leg: fortunately. the result of this operation emabied him to lead 
a fairly active life. Fimally. he had am attack of virus pneumonia 
that failed to subside as expected. The kimg remaimed chronically 
ii, and, after imvestigation. it was decided that hss mght lung 
should be removed. Aithough it has not been finally announced 
what the actual cause of his lung lesion was, most physiciams are 
of the cpinion that the structural changes im his lung. as an- 
neunced im the first bulletin om Sept. 18, 1951. were those of 
cancer of the lung. 

For many years he had been the hardest working and most 
beloved man im the country. and all of Biritzin ID 
acclaiming his courage for the way he performed hs strenvous 
and difficu't duties im spite of personal il! health. Hx courage and 
steadfastness, aided im no smali measure by his wife. set a high 
standard for both public and private life. He has left the throme 
mere firmly mplanted than ever before m the Brush constitu- 
tion and im the hearts and affections cf the people. In a kadimg 
article. The Lancet says. ~To those who recail the mtellectual 
and political chhmate of the early part of the century it may well 
seem strange that the Monarchy in this country should not only 
have survived but still be gaining im significance. Yet 1s clearly 
doing so. The proclamation of Queen Elizabeth gives her the nzw 
utie of Head of the Commonwealth: and today a s the Crown. 
almest alcne. that holds together 2 great group of self-governing 
peopies of various race. More surprisingly. cur Rowal Family 
form a bond with a great many people m other countries who 
have come to share our imterest in them.” 


Memori2l to the Founder of Scientific Sargery.—On Feb. 
at the famous old church of St. Martin-in-the-Fields. Trafalgar 
square. London. a memorial plaque was unveiled im the crypt. 
recording the fact that the body of John Hunter had lam m 
the vaults of the church from 1793 to 1859. when a was 
transferred to Westminster Abbey. There was 2 general thanks- 
giving service and prayers. followimg whaech the president of 
the Royal College of Surgeoms, Sar Cecil Wakelev. read the 
lesson. The tablet was unveiled by Sw Henry Dak and was 
dedicated by the dean of Westminster Abbey. On returning 
to the church. a commemorative address was givem by Sir Gor- 
don Gordon-Taylor. a surgeon. who briefly outiimed the events 
associated with the discovery and identification of John Hunter's 
remains nearly 100 years ago. At a dimmer held by the Hunternan 
Seciety in 1847. the Rev. Mr. Buckland. dean of Westminster 
Abbey and father of Dr. Frank Buckland. lamented the fact that 
the medical profession had never erected 2 monument to John 
Hunter. The dean himself suggested that « would be suitable if 2 
menument was placed in Westminster Abbey. Elewen vears later. 
Dr. Frank Buckland. then an army surgeon im the Second Life 
Guards, read an order im council which required the vaults of 
St. Martin’s Church to be cleared of their coffins. He made sure 
from old records that John Hunter was actually burned there 
and commenced the grim task of finding Hunter's cofim among 
more than 3.000 which [ay im the charmel house. kt proved to be 
the second to the last coffin that he opened. The remains were 
later interred in Westminster Abbey between the graves of Ben 
Jonson and Charles Lyell. The jumior wice-president of the Roval 
College of Surgeons at that tame. J. F. South. wrote the words 
that appear on ornamental brass ower Hunter's remains. Dr 
South’s words undoubtedly still express the wiews of surgeons 
nearly seventy years after his death: ~A gifted imterpreter of the 
divine power and wisdom at work im the laws of orgamic life - - - 
the founder of scientific surgery ~ 

Sir Gordon Gordcn-Taylor. after paying homage to John 
Hunter. spoke of Dr. Frank Buckland. whose memory is ako 
perpetuated by the tablet. He described him as “a somewhat 
erratic surgeon-anatomst.” He was a investigator of nztura! 
history and had formed a collection of fish. which he left to the 
Science Museum m South Kensington. His work ss carned on 
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by the Buckland Research Foundation. whose object is to tabu- 
late recent knowledge relating to important food fish. Gordon- 
Taylor also spoke of the recently deceased Prof. George Grey- 
Turner, whose zeal and enthusiasm had done so much towards 
having thrs plague placed m the church. Although there were 
many differences between the three men. Hunter. Buckland, and 
Grey-Turmer. cach was a great collector and an implicit believer 
m the walwe of the museum. All three showed constant industry 
and dbed while carrying on them beloved work. The life and 
work of these men will far outlast amy memorial. Si Gordon 
ocncluded wih an apt quotation from Thucydides: ~The whole 
earth is the tomb of great men” 


Vistime mm Children’s Hospitals.— An imteresting experiment in 
visiting m children’s hospitals. which is being tried out at the 
Hospital for Sick Children. Great Crmond Street. is described 
by Prof. Alan Moncrieff and a ward stster im the British Meai- 
cal Jowrnal. Mothers are encouraged to visn their children daily 
between 5 and 6 p. m. During thei visit. they do m the hos- 
petal “the things they would do for their children at home. e. 2. 
give them their suppers. read or play with them. clean their 
teeth. hear prayers. and tuck them m bed for the night. Should 
the child show sigms of beimg upset when the mother leaves. 
she 1s asked to Stay unl the child ss asleep. Children who are 
mot wasted are attended to by mothers of other children in the 
ward. Also there is m the hospmal a nursing mother who 1s 
breast feeding her mfant. and arrangements have been made: 
for mothers of artificially fed babies to come mito the hospital 
for a day or two ai a time before the baby is discharged, so 
that they can learn how to care for then mfants at home. 

The maim advantage of the plans for mothers to care for their 
children im the bosprtal ss the maimtaining of the mother-child 
relationship. There s no question of abnormal possessiveness 
developing on the part of the nursing staff. The mothers benefit 
from having something to do while visiting. rather than sitting 
aimiessiy at the child's bedade. The child has something to look 
forward to every day. “Even the toddler can understand to-day 
and to-morrow.” The practical disadvantage ss the amount of 
tyme m takes up on the part of the mother. especially if she lives 
a comsaiderable distance from the hospital. On the other hand, 
mothers, children, and nurses all like the scheme. but some form 
of follow-up and comparison with other methods would be 
deurable. 


SWEDEN 


Alcohol and Longevity.— Since Raymond Pearls study of alco- 
bol and longevity was published. im 1926. other attempts have 
been made to assess the influence of alcohol on the duration of 
life. In Sweden, Dr. Gunnar Dahlberg of Stockholm has renewed 
the attack on this problem by means of a statistical analysis of 
the death rates among persons addicted to alcohol and “normal” 
persons of the same age and sex. In the former category. he 
includes the 2.365 men. who. between 1916 and 1930. were 
notshed to the Temperance Board. an official body authorized to 
deal wath alcoholics esther by means of a warning. supervision 
Or, im extreme Cases, mtermment. Serving as a control group was 
the general populanon of Stockholm. mclodme the alcoholics. 
One of Dr. Dahitberg’s statistical tables deals wath whai he calls 
the “cumulative death msk™ for every 100 men im the two groups. 
In both groups. the men had reached the age of 25 during the 
period 1916 to 1930. This table shows that. between the ages of 
30 and 35. the ~cumviative death risk” was much greater for the 
aloohciics than for the controls. At the age of 40. these msks were 
12.7 for the alcoholics and 66 for the nonalcoholics. After 
the age of 55, thes difference between the two groups became 
gradually smaller until disappeared completely. This investiga- 
thon also showed a comparatively high death rate duc to suicide 
and tuberculosts among zlccholics. Dr. Dahlberg stresses the 
difficulties mberent im an mvestigation of this kind and the want 
of accurate information concernime the indirect action of alcohol 
as a cause of premature death. A ful! account of this investiga- 
tion, with tables. ss published m Svenska Lakartidningen for 
Jam. 11, 1952. 
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BONE SARCOMA REGISTRY OF 
AMERICAN COLLEGE OF SURGEONS 


To the Editor:—For over 20 years the American College of Sur- 
geons has maintained the Registry of Bone Sarcoma. This col- 
lection of osseous neoplasms was originated by the late Ernest 
A. Codman of Boston and later was expanded into a compre- 
hensive repository at the college under the direction of the late 
Bowman C. Crowell. The regents of the college reluctantly have 
decided that it is no longer feasible to maintain the registry 
as a function of the college. On the advice of their cancer com- 
mittee, the regents have instructed that the registry be placed on 
permanent loan in a teaching institution, where its potential 
value and further development may be realized to a maximum 
degree. This communication is an invitation to any interested 
medical schools or other specialized teaching facilities to submit 
requests for acquisition of the Registry of Bone Sarcoma. 

Decision on disposition of the registry to an institution will be 
made on the basis of qualified personnel and adequate facilities 
for further development and proposed plans for its utilization 
in research and as a study collection. The college requests that 
the institution that receives the registry assume all responsibil- 
ity for its packing and transportation. 

The registry contains some 2,400 cases, all of which have 
microscopic sections and most of them good follow-up informa- 
tion. A great number have paraffin blocks, a few gross speci- 
mens and. in some, the original roentgenograms, although in 
some instances only photographs of the radiographs are avail- 
able. Since World War Il a competent pathologist brought the 
collection up-to-date, including many cases submitted during the 
war years. The collection is completely indexed and cross filed. 
The content of the registry is, of course, completely representa- 
tive of neoplasms in bone. 

Representatives of institutions interested in the possibility of 
acquiring the Registry of Bone Sarcoma are requested to write 
to the chairman of the Committee on Registry of Bone Sar- 
coma, in care of the American College of Surgeons, 40 E. Erie 
Lauren V. Ackerman, M.D. 

HowarpD E. Snyper, M.D. 

Macpona.tp, M.D., Chairman. 
Committee on Registry of Bone 
Sarcoma, American College of 
Surgeons. 


EMPLOYMENT OF BUS OPERATORS WITH 
MYOCARDIAL DAMAGE 


To the Editor:—1 am interested in a policy for the rehabilita- 
tion and employment of young adult and middle-aged bus and 
streetcar operators who have completely recovered from coro- 
nary thrombosis with myocardial infarction. In spite of the fact 
that it appears to be an accepted policy for companies engaged 
in transportation to grant permanent disability pensions when 
such a plan exists to employes in this category, it is my feeling 
that this policy should be modified for the reasons given below. 
My personal clinical experience is that the majority of patients 
recovering from their initial coronary attack can return to an 
occupation not associated with undue physical strain or mental 
stress. We have many cases among our records of men in all 
walks of life, including farmers, industrial workers, professional 
men, and executives, who are leading perfectly normal lives and 
experiencing no symptoms of difficulty. When they do, we 
naturally advise immediate attenuation if not cessation of duties. 

It is recognized that not too infrequently coronary ccclusion 
with infarction takes place without knowledge of the patient or 
even of his physician, and the heart lesion heals spontaneously. 
Postmortem studies confirm this clinical observation, inasmuch 
as many healed infarctions are seen at autopsy for which there 
has been no clinicai history of an attack during the patient's 
lifetime. Therefore, coronary occlusion is a more frequent in- 
cident than is recognized, and is often passed over without any 
lessening in the person’s activities. By this same token, an in- 
farction that has been detected should not necessarily render the 
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patient disabled for life, since careful protective treatment can 
be given. 

The records of the St. Louis Public Service Company show 
that no serious accident has ever resulted from employment 
of such persons, even with sudden death of a bus or street- 
car operator from a coronary attack. Records show that there 
has not been a single instance when these persons have not 
been able to bring their vehicle to a stop or draw up to the 
curb before losing consciousness. 

From a psychological standpoint it is far better for the pa- 
tient’s morale and mental tranquillity to be able to resume his 
occupational pursuits when this is justified and indicated. 

We do advise exception to this policy under the following 
circumstances: (a) when the attack has been unusually severe 
and was accompanied by a considerable degree of pretracted 
shock and evidence of an extensive involvement of the heart 
muscle from the infarction developed in the wake of a coronary 
artery occlusion; (b) in the presence of enlargement of the heart 
to a degree designated as greater than grade | to 2; (c) when 
there are significant and serious complications, such as marked 
hypertension, diabetes sufficient to indicate use of insulin, gross 
uncorrected overweight, and certain psychological factors, such 
as nervous or emotional instability, frank cardiac anxiety (that 
is, heart consciousness), or in the presence of unrelenting fear; 
and (ad) in cases in which there is electrocardiographic evidence 
of serious heart block, arrhythmia, severe myccardial damage, 
or roentgenographic evidence suggesting a bulging of the myo- 
cardium at the site of the infarction. 

O. P. J. Fark, M.D. 


St. Louis University School of Medicine 
St. Louis. 


COSTS OF FEDERAL HEALTH PROGRAMS 


To the Editor:—\In the Washington News of THE JOURNAL, 
Feb. 9, 1952, page 16, appears a table entitled “Costs of Federal 
Health Programs,” in which the National Science Foundation is 
listed. The associated fiscal items are given as $3,500,000 for the 
Congressional Appropriation for fiscal 1952 and $15,000,000 for 
the President’s Budget Request for fiscal 1953. 

These figures are correct in that they represent the founda- 
tion’s total 1952 appropriation and 1953 budget request. They 
are completely inaccurate, however, in the context, since only a 
fraction of our total budget for research support and fellowships 
can properly be allocated to medical sciences or even to biologi- 
cal and medical sciences. During fiscal 1952 perhaps 10°, or 
$350,060, of our total appropriation can properly be assigned to 
medicine. Corresponding estimates for fiscal 1953 are not 
RoBeRT TUMBLESON, Chief 

Office of Scientific Information 
National Science Foundation 
Washington 25, D. C. 


GASTROINTESTINAL ALLERGY SIMULATING 
REGIONAL GASTROENTERITIS 


To the Eaitor:—Referring to the interesting paper in THE JourR- 
wat by Blumstein and Johnson (Gastrointestinal Allergy Simu- 
lating Regional Enteritis, 147:1441 (Dec. 8] 1951), | would like 
to mentien an article | wrote in 1933 entitled “Allergic Symp- 
toms Due to Foodstuffs (Deut. med. Wehnschr, §9:1281, 1933). 
This case has also found its way into textbooks. Urbach in his 
allergy text (New York, Grune & Stratton, Inc., 1943) writes: 
“Gutmann’s case is especially striking: the patient underwent 
seven laparotomies within six years because of very severe in- 
testinal spasm simulating an ileus, the true cause of the condi- 
tion was finally found to be hypersensitivity to yeast in beer.” 
The finding of an allergy to yeast as the cause of the last attack 
saved the patient from another operation after the spasm had 
been relieved with epinephrine and ephedrine. 


M. J. GurMaANnN, M.D. 
Jerusalem, Israel. 
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Workmen's Compensation Acts: Employée’s Right to Sue for 
Malpractice.—The plaintiff sued to recover damages for the 
alleged negligence of the defendant physician while treating him 
for accidental injuries received while in the employment of the 
Virginia Electric & Power Company. From a judgment in favor 
of the defendant physician, the plaintiff appealed to the Supreme 
Court of Appeals of Virginia. 

The sole question, said the Supreme Court of Appeals, is 
whether an employee who has been injured in an accident aris- 
ing out of and in the course of his employment and has been 
awarded and has accepted the benefits provided under the work- 
men’s compensation act is thereby barred from maintaining an 
action against a physician or surgeon for malpractice in treat- 
ing the injuries resulting from the accident. The workmen's 
compensation act provides: “The pecuniary liability of the em- 
ployer for medical, surgical and hospital service herein required 
when ordered by the Commission shall be limited to such charges 
as prevail in the same community for similar treatment of in- 
jured persons of a like standard of living when such treatment 
is paid for by the injured person and the employer shall not be 
liable in damages for malpractice by a physician or surgeon 
furnished by him pursuant to the provisions of the preceding 
section, but the consequences of such malpractice shall be 
deemed part of the injury resulting from the accident and shall 
be compensated for as such.” 

The defendant first contended that the language, “. . . but 
the consequences of any such malpractice shall be deemed part 
of the injury resulting from the accident and shall be compen- 
sated for as such,” prohibited an action by an employee against 
the physician, because the acceptance of compensation for both 
the original injury and its aggravation constituted the limit of 
compensation to which an employee was entitled for his full 
injury. The quoted language, said the court, merely affirms the 
common law with respect to liability for the consequences of an 
aggravation of an original injury. It gives compensation to the 
employee in accord with the purpose and limitation of the work- 
men’s compensation act. The employer is relieved from liability 
in damages for malpractice by the physician or surgeon, but 
there is no provision for the benefit of a third party wrongdoer, 
whether he be a negligent physician or other person. The phy- 
sician is not a party to the settlement for compensation required 
to be made to the employee. The employer pays from the com- 
pensation fund, in which the physician has no interest, the 
amount of his liability under his statutory contractual agree- 
ment with the employee. The employee accepts the payment in 
full satisfaction of the amount due from his employer, not in 
satisfaction of the amount which covers the actual damages 
sustained. 

The defendant next argued that the treatment of compensa- 
tory injuries is a part of the employer's business, because he is 
compelled to furnish medical attention and made liable for the 
consequences of malpractice, and that hence the attending phy- 
sician or surgeon falls within the category of “those conducting 
his (the employer's) business.” There is no merit in this con- 
tention, said the Supreme Court of Appeal. The pleadings allege 
that the aggravation of the plaintiff's injury occurred at a place 
remote from the scene and course of his employment and was 
caused by a physician who was charged with exercising his own 
discretion and method in the treatment of the injury. The em- 
ployer was not engaged in the business or profession of prac- 
ticing medicine or surgery. The physician, on the other hand, 
was not engaged in the business pursuit of the employer but 
in his own business or calling. He was an independent con- 
tractor and not a fellow servant of the employee. He was a 
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third party, a party conducting his own business, a business 
other than that of the employer or the employee. 

Finally, the defendant contended that, although the act makes 
no provision permitting or prohibiting an action by an injured 
employee against a negligent fellow employee, such actions have 
been barred because such injuries are contemplated as being 
chargeable as an expense which the industry should bear. This 
contention falls if the employer liable for the consequences of 
aggravation by malpractice has the same right of subrogation 
that he has when he has paid compensation for original in- 
juries sustained by his employee by reason of a third party’s 
wrongdoing. The defendant’s contention would deprive the em- 
ployer of his right to subrogation and confer on the physician 
or surgeon a benefit to which he is not entitled. To so construe 
the act would be to prevent reimbursement of the employer 
when he is compelled to pay compensation as a direct result 
of the negligence of another. This would require an employer, 
without fault, to respond in compensation to an injured em- 
ployee, while a physician guilty of malpractice would be com- 
pletely protected by the money paid by the blameless subscriber 
to the fund. The physician does not share the burdens of the 
act imposed on the employer and is entitled to none of its benfits. 
It would seem unreasonable to assume that the legislature in- 
tended to save a class of wrongdoers unrelated to the compen- 
sation scheme from the liability which the law had theretofore 
imposed on them or that independent professions by the fact 
of business contact with the employer should be relieved of 
responsibility for mistake or neglect resulting in secondary afflic- 
tion. Such a holding, said the court, would leave the injured 
employee without adequate relief, and would present a situation 
in contravention of the purposes of the act. 

Accordingly the action of the trial court in favor of the de- 
fendant physician was reversed and the cause remanded for trial. 
Fauver v. Bell, 65 §.E. (2d) 575 (Virginia, 1951). 


MEDICAL MOTION PICTURES 


There Is No Substitute: 16 mm., color, sound, showing time 21 minutes. 
Produced in 1951 by Moss Film Productions for Cutter Laboratories and 
the American National Red Cross. Procurable on loan or purchase from 
United World Films, Inc., 1445 Park Ave, New York 29. 


This film describes in detail the conditions prevailing in Red 
Cross centers with the friendly atmosphere and thoroughly 
supervised medical attention given to donors. The spectator goes 
along with the donor from stage to stage. He watches how care- 
fully records are kept and how the donor’s health is protected by 
testing his blood, taking his blood pressure, and recording his 
history. He gets a close view of the bleeding. He sees the admin- 
istration of refreshments before and after; the tests done on the 
blood after its removal, especially blood grouping; and the pro- 
duction of plasma, including separation, irradiation with ultra 
violet rays, sterility tests, and tests for pyrogens. 

All this is done very clearly and reassuringly. One cannot but 
carry away the impression that all the procedures have been 
organized not only to secure a perfect product for the eventual 
recipient but also to protect the health and interests of the donor. 
One cannot help but wonder why it is necessary to propagan- 
dize in view of the obvious benefit that members of the military 
forces as well as civilians derive from blood, a substance for 
which there is no substitute. The answer is that many people 
do not have enough imagination to see the benefits and necessity 
unless shown in a practical way as is done in this film. 

This motion picture is meant mainly for lay groups. Physi- 
cians and hospital personnel will be interested in becoming ac- 
quainted with its availability and scope. It may serve as a basis 
for a talk on the subject, in which case it would be particularly 
effective. The opening scene depicting the explosion of an atomic 
bomb was done extremely well. The photography and anima- 
tion are excellent, and the picture is well organized. 
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MEDICAL LITERATURE ABSTRACTS 


UNITED STATES 


A. M. A. Arch. Internal Medicine, Chicago 
$9:1-170 (Jan.) 1952 


Endemic Infectious Hepatitis in an Infants’ Orphanage: I. Epidemiologic 
Studies in Student Nurses. R. B. Capps, A. M. Bennett and J. Stokes Jr. 
—p. 6. 

Incidence of Hepatitis Among Narcotic Addicts in the Harlem Hospital, 
New York. A. Altschul, P. D. Foster, S. S. Paley and L. Turner. 
—p. 24. 

*Use of Corticotropin and Cortisone in Acute Homologous Serum Hepa- 
titis. H. Rifkin, L. J. Marks, D. J. Hammerman and others.—p. 32. 
Thromboembolic Pulmonary Vascular Sclerosis: Report of Case Following 
Pregnancy and of Case Associated with Cryoglobulinemia. E. E. Muir- 

head, P. OB. Montgomery and C. E. Gordon.—p. 

*Use of Quinidine in Treatment of Chronic Auricular Fibrillation: Results 
Obtained in Series of One Hundred Fifty-Five Patients. E. H. Yount, 
M. Rosenbium and R. L. McMillan.—p. 63. 

Roentgen Aspects of Pulmonary Arteriovenous Fistula. W. B. Seaman 
and A. Goldman.—p. 70. 

Late Lymphatic Leukemia Complicating Hypersplenic Syndrome. H. A. 
Cochrane and L. Gross.—p. 82. 

Infections with Pseudomonas Aeruginosa Treated with Polymyxin B. 
E. Jawetz.—p. 90. 

Problems of Cation-Exchange-Resin Therapy. I. S. Friedman.—p. 99. 

*Geotrichum Septicemia. R. A. Bendove and B. I. Ashe.—p. 107. 

New Symptomatic Treatment for Acute Intermittent Porphyria. W. H, 
Wehrmacher.—p. 111. 

Infectious Diseases: Seventeenth Annual Review of Significant Publica- 
tions. H. A  Reimann.—p. 115. 


Corticotropin and Cortisone in Serum Hepatitis.—Four patients 
with acute homologous serum hepatitis were treated with either 
corticotropin or cortisone. Defervescence and symptomatic re- 
lief occurred promptly in each case. In two instances there was 
clinical relapse following discontinuation of therapy, but on re- 
institution of the medication there was a rapid remission. Al- 
though the results in four cases are not statistically significant, 
these patients were rapidly growing worse in spite of fair food 
intake and parenteral administration of vitamins and liver ex- 
tract and they showed a remarkable clinical change following ad- 
ministration of corticotropin. Liver function studies disclosed a 
definite improvement. This is in marked contrast to the persistent 
elevation of the thymol turbidity and cephalin flocculation reac- 
tions seen in many patients long after they have shown clinical 
improvement with the usual therapeutic regimen. The exact 
mode of action of corticotropin in acute hepatitis is difficult to 
ascertain, but possibly it acts by some readjustment of the carbo- 
hydrate and protein metabolism. Recent experiments on dietary 
necrotic liver degeneration in rats indicate that lack of glyco- 
neogenesis is an essential factor. Corticotropin and cortisone are 
known to be powerful stimulating agents of glycogen formation 
in the liver. The authors are aware of the hazards of cortico- 
tropin therapy in liver disease, namely, increased fluid retention, 
increased coagulability of the blood, and the possible develop- 
ment of portal vein thrombosis. All these complications, how- 
ever, have also occurred in patients with chronic liver disease. 


Quinidine in Chronic Auricular Fibrillation.—Auricular fibril- 
lation has an adverse effect on circulatory dynamics, and con- 
tinuation of this rhythm in an already failing heart is detrimental. 
This fact, aside from the distress that palpitation causes, led to 
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attempts to restore normal sinus rhythm. Although many factors 
have been cited as contraindications to quinidine, Yount and 
associates feel that only a history of severe reaction to the drug 
should prevert its use. They studied the plasma concentration 
of quinidine in 155 patients treated with the drug. The chronic 
auricular fibrillation was caused by arteriosclerotic heart disease 
or rheumatic heart disease, and in a few patients by thyrotoxi- 
cosis or miscellaneous conditions. Sinus rhythm was reestab- 
lished in 119 patients (76%). If only those are counted who 
received an adequate therapeutic trial, it may be said that normal 
rhythm was restored in 86%. This was accomplished in an 
average of six days with a mean dose of 0.42 gm. every four 
hours and a mean plasma quinidine concentration of 9.1 mg. per 
liter at the time of reversion. The duration of fibrillation and 
the severity of the heart disease did not influence the results of 
treatment with quinidine. The patients of the oldest age group 
(70 to 86) responded most readily and to the smallest doses. The 
only disease that appeared to affect the response to quinidine 
therapy was thyrotoxicosis; in patients with this condition restor- 
ation of normal rhythm was difficult until the basic disorder was 
brought under control. The omission of quinidine after restora- 
tion of a normal sinus rhythm may be followed by recurrence 
of auricular fibrillation. Consequently, most of the patients were 
given maintenance doses. The dosage schedule required for 
restoration of a normal rhythm was generally continued for 24 
to 48 hours after reversion, and then the same dose was given 
every six hours rather than every four hours. If the normal 
rhythm persisted, further reduction in the individual dose was 
attempted. 


Geotrichum Septicemia.—A few cases of Geotrichum infection 
of the bronchopulmonary system have been described, but, as 
far as these authors could ascertain, no case of septicemia or 
mycethemia due to Geotrichum has ever been recorded. They 
observed Geotrichum mycethemia in a diabetic man 79 years of 
age. Neomycin seemed to be the only therapeutic agent which 
checked the patient’s fever and downhill course; its use rendered 
his blood sterile after 12 days of treatment. The Geotrichum was 
still found occasionally in the sputum, but there were no clinical 
manifestations of infection. Deafness, which resulted from the 
neomycin therapy, persisted. 


A. M. A. Arch. Ophthalmology, Chicago 
4731-120 (Jan.) 1952 


*Role of Herecity in Etiology and Treatment of Strabismus. A. Schlossman 
and B. S. Priestley.—p. 1. 

Abstract of Paper: Further Efforts to Influence X-Ray Cataract by 
Chemical Agents. L. von Sallmann.—p. 

Monocular Dipiopia (Binocular Triplopia) in Concomitant Strabismus: 
H. M. Burian and N. M. Capobianco.—p. 23. 

Faulty Depth Perception Caused by Cyclotorsion. P. A. Cibis.—p. 31. 

Experimental Study of Optokinetic Responses. J. W. Henderson and 
E. C. Crosby.— 2, 

Clinical and Pathological Characteristics of Radiation Cataract. D. G. 
Cogan, D. D. Donaldson and A. B. Reese.—p. 55. 

Nonsurgical Repair of Strictures of Lacrima! Drainage System. E. R. 
Veirs.—p. 71. 

Note on Postoperative Management of Retinal Detachment. J. W. Jervey. 
—p. 76. 

Carcinoma of Buibar Conjunctiva Following Cataract Extraction: Report 
of Case. D. Oliver and W. Roberts.—p. 78 

Penetrating Orbital Wound with Intracranial Complications. R. C. 
Schneider and J. W. Henderson.—p. 81. 

Papilledema Associated with Increased Intracranial Pressure in Addison’s 
Disease. F. B. Walsh.—p. 8&6. 

Lids, Lacrimal Apparatus, and Conjunctiva: Review of Recent Literature. 
J. H. Allen.—p. 87 


Role of Heredity in Strabismus.—Of 158 patients with strabis- 
mus Observed in the Department of Motor Anomalies of the 
New York Eye and Ear Infirmary, 75 (47.5%) belonged to 
families with two or more members affected with squint. Of the 
158 patients, 139 had esotropia and 19 had exotropia. Of the 
139 with esotropia, 68 (48.9%) had a family history of the dis- 
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order, and of the 19 with exotrepia, 7 (36.8%) had a family his- 
tory of the disease. Eighty-eight family trees were studied, and 
the authors were able to examine two or more members with 
strabismus in 58 families. The relationship within the families, 
refractive errors, corrected visual acuity, type and amount of 
squint, and age of onset were determined. Results showed that 
hyperopia alone was not the cause of convergent squint. Hyper- 
activity of the center of convergence, defective fusion faculty, 
and obvious anatomic malformations, although important, were 
not major inherited facters, except in a smaller percentage of 
the families. The direction of the deviation remained constant 
in the families with convergent strabismus and those with diver- 
gent strabismus. There were only five families in which both 
convergent and divergent strabismus were present, but even in 
these there was no certainty that an inherited defective fusion 
quality was responsible for the strabismus. The type of squint, 
however, might vary a great deal within the same family. There 
are probably two types of inheritance: (1) a defect in the ecto- 
derm, involving the nerve tissues, and (2) a defect in the meso- 
derm, involving such structures as muscles, check ligaments, and 
facial attachments. Anisometropia was relatively unimportant in 
the etiology of familial strabismus. Amblyopia and abnormal 
retinal correspondence are not inherited. By use of the a prior! 
method, it was found that the data fit a 3:1 ratio, indicating a 
recessive inheritance for both esotropia and exotropia. There was 
a certain lack of penetrance in both the families with convergent 
and in those with divergent strabismus. Convergence is dominant 
over divergence. About one of every four persons is a carrier of 
the gene for strabismus. By examining the patient’s parent, it is 
sometimes possible to prognosticate for the patient if he should 
remain untreated. In the surgical management of strabismus, the 
behavior of the squint in one member of the family may serve as 
a fair guide to the response of another member to similar surgi- 
cal correction, if the types of strabismus are the same in two 
members. 


A.M.A. Arch. Otolaryngology, Chicago 
§4:609-752 (Dec.) 1951 


Nonhemolytic Streptococci in Relation to Epidemic of Influenza: Diag- 
nostic Cutaneous Tests and Speciiic Treatment. E. C. Rosenow.—p. 609. 

Juvenile Nasopharyngeal Angiofibroma in the Female. W. B. Finerman. 
—p. 620 

Treatment of Intrinsic Carcinoma of Larynx in Patients with Pulmonary 
Tuberculosis, S. Phillips and J. C. Larkin Jr.—p. 624. 

Repositioning the Mandible in Cases of Obstructive (Low Tone) Deafness 
and Tinnitus. 8. H. Ronkin.—p. 632. 

Metastatic Malignant Melanoma of Larynx. G. E. Fisher and J. S. Odess. 
—p. 639. 

Patulous Eustachian Tube. P. M. Moore and J. B. Miller.—p. 643. 

Foreign Bodies in Air and Food Passages: — in One Hundred 
Eight Private Patients. J. H. Barrett.—p. 

Effects of Perforations of Tympanic oli on Cochlear Potentials. 
M. C. Payne Jr. and F. J. Githler.—p. 666. 

Subtotal Rhinoplasty with Free Grafts and Contiguous Flaps. M. L. 
Lewin.—p. 675. 

Postrhinoplastic Intranasal Adhesions. S$. Cohen.—p. 683. 

“Modified Tuning-Fork Test That Can Be Substituted for Audiometer. 
Y. Onchi.—p. 693. 

Contributions of Audiology to Fenestration Surgery: Including Formula 
for Precise Prediction of Hearing Result. G. E. Shambaugh Jr. and 
R. Carhart.—p. 699. 

Intracranial Complications in Otolaryngology. J. L. Baldwin.—p. 723. 


Alabama State Medical Assn. Journal, Montgomery 


21:149-180 (Dec.) 1951 
Chest Pain Produced by Hyperventilation with Spasm of Intercostal 
Muscles: Relief by Calcium. W. N. Viar and C. A. Grote.—p. 149, 
Use of Antibiotics in Prevention and Treatment of Heart Diseases. A. E. 
Hussar.—p. 153. 
Enterococcal Endocarditis Associated with Carcinoma of Sigmoid: Report 
of Case. W. C. McCoy and J. M. Mason IJ1.—p. 162 


21:18i-212 (Jan.) 1952 


Management of Acute Ocular Injuries. W. B. Clark.—p. 181. 
Surgery in Treatment of Hypertension. J. G. Donald and J. W. Donald. 
—p. 187 


Professional Responsibility in Catastrophe Management. C. Lyons. 

—p. 192. 

Acute Abdominal Conditions as Seen in General Practice. E. L. Strandell. 
—p. 194. 


J.A.M.A., April 5, 1952 


American Journal of Medicine, New York 
11:665-782 (Dec.) 1951 


Clinical and Physiologic Features of Some Types of Pulmonary Diseases 
with Impairment of Alveolar-Capillary Diffusion: Syndrome of “Alve- 
olar-Capillary Block.”” R. Austrian, J. H. McClement, A. D. Renzetti Jr. 
and others.—p. 667. 

*Primary Pulmonary Hypertension: I. Clinical and Hemodynamic Study. 
D. T. Dresdale, M. Schultz and R. J. Michtom.—p. 686. 

Pulmonary Function Studies in Polycythemia Vera: Results in Five Prob- 
able Cases. W. Newman, J. A. Feltman and B. Devlin.—p. 706. 

Effect of Cortisone and ACTH on Fluid and Electrolyte Distribution in 
Man. M. F. Levitt and M. E. Bader.—p. 715 

*Experience with Methimazole (Tapazole) in Treatment of Hyperthyroid- 
ism: Report of 35 Cases L. Hallman and P. K. Bondy.—p. 724. 

Arteriosclerosis—Some Clinical Implications. W. Dock.—p. 730. 

Diet and Lipotropic Agents in Arteriosclerosis. J. D. Davidson.—p. 736. 


Primary Pulmonary Hypertension.—Pulmonary hypertension is 
known to be associated with left heart failure, chronic pulmo- 
nary disease, certain types of congenital heart disease, diffuse 
pulmonary embolism, kyphoscoliotic heart disease, and specific 
affections of the pulmonary vascular bed. A primary form of 
pulmonary hypertension has been identified as a distinct entity 
by means of heart catheterization. Prior to the introduction of 
heart catheterization techniques this disease was considered rare, 
but now it is recognized more frequently. Dresdale and asso- 
ciates encountered four cases over a two year period in a 500 bed 
general hospital. Heart catheterization was performed in three of 
these four patients, and the clinical and hemodynamic features 
in these three cases are reported. Such cases present a clinical 
syndrome that has been previously described by such names as 
“primary pulmonary vascular sclerosis,” “right ventricular hyper- 
trophy of obscure origin,” and “idiopathic pulmonary hyperten- 
sion.” The salient clinical features are weakness and dyspnea 
on exertion in patients in whom right heart failure subsequently 
develops without antecedent cardiac or pulmonary disease. Ven- 
ous distention and hepatomegaly occur unassociated with periph- 
eral edema or ascites except late in the course of the disease. 
Cyanosis is a terminal feature unless the disease is complicated 
by a patent foramen ovale. The electrocardiographic tracings are 
consistent with right ventricular hypertrophy. The characteris- 
tic x-ray findings are right ventricular enlargement, a bulging 
pulmonary artery segment, prominent hilar vessels, and normal 
or diminished intrapulmonary vascular markings. Right ven- 
tricular hypertrophy is a constant feature of primary pulmonary 
hypertension, but the pulmonary vascular changes proximal to 
the capillary bed vary. Pulmonary function studies in two pa- 
tients ruled out intrinsic lung disease. All three had greatly 
elevated pulmonary artery pressures, elevated right ventricular 
and diastolic pressures, diminished cardiac outputs, increased 
arteriovenous oxygen differences, and normal arterial blood 
oxygen saturations. The blood volumes and hematocrit values 
were normal in two of the patients and slightly elevated in the 
third. Physiologic studies and postmortem findings indicated that 
the focus of the increased resistance is in the small pulmonary 
arteries. Overactivity of the sympathetic nervous system was 
suggested by the effect of 2-benzyl-2-imidazoline (priscoline”) 
hydrochloride, an adrenolytic and sympatholytic agent, in low- 
ering the pulmonary artery blood pressure. In view of the sym- 
pathetic overactivity, thoracic sympathectomy might be 
considered. 


Methimazole in Hyperthyroidism.—In screening a number of 
compounds for antithyroid activity it was found that methima- 
zole (“tapazole”) is approximately 100 times as effective as 
thiouracil. This paper presents observations on 35 patients with 
hyperthyroidism who were treated with methimazole. All pa- 
tients responded favorably, most of them to a dose of 5 mg. four 
times daily, but occasionally as much as 40 mg. per day were 
given. The rate of response was significantly faster than for a 
group of 50 patients treated with propylthiouracil. Methimazole 
in combination with iodine provided satisfactory preparation for 
subtotal thyroidectomy. The drug did not interfere with the up- 
take of radioactive iodine in therapeutic amounts. The authors 
feel that methimazole is the best of the available antithyroid 
drugs. 
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Annals of Surgery, Philadelphia 
134:929-1076 (Dec.) 1951. Partial Index 


Increased Urinary Excretion of Noradrenaline and Adrenaline in Cases 
of Pheochromocytoma. U. S. von Euler.—p. 929. 


Cancer of Large Boweli—Analysis of 580 Lesions. H. C. Spear and S. C. 
Brainard.—p. 934. 


Carcinoma of Esophagus or Cardia of Stomach: Analysis of 172 Cases 
with 81 Resections. Y. K. Wu and H. H. Loucks.—p. 946. 

*Experimental Procedures for Entry into Left Heart to Expose Mitral 
Valve. G. H. A. Ciowes Jr.—p. 957. 

Resection and End-to-End Anastomosis of Thoracic Aorta in Puppies: 
Two and Three-Quarter Year Follow-Up. E. B. C. Keefer, F. Glenn 
and C. T. Dotter.—p. 969. 


Homotransplantation of Arterial Segments Preserved by Freeze-Drying 
Method. A. G. Marrangoni and L. P. Cecchini.—p. 977 

*Study of Behavior of Human Thyroidal Tumors Transplanted into 
Anterior Chamber of Guinea Pig’s Eye. B. M. Dobyns and B. Lennon. 
—p. 984. 


Role of Clostridium Welchii in Strangulation Obstruction. I. Cohn Jr. 
and H. R. Hawthorne.—p. 999. 


Use of Aureomycin in Experimental Intestinal Obstruction. J. H. Morton, 
F. W. Furth, J. R. Hinshaw and J. A. Schilling.—p. 1007. 

Survival Five Years After Radical Pancreatoduodenectomy for Carcinoma 
of Head of Pancreas. E. M. Miller and O. T. Clagett.—p. 1013. 


a Superior Laryngeal Nerve in Thyroid Surgery. R. E. Moran and 
. F. Castro.—p. 1018 


Fete Milking; Adjunct in Technic of Embolectomy. J. L. Keeley 
and J. A. Rooney.—p. 1022. 

Four and One-Half Year Analysis of Tantalum Gauze Used in Repair of 
Ventral Hernia. W. J. Flynn, A. E. Brant and G. G. Nelson.—p. 1027 

Total Gastrectomy with Utilization of Segment of Transverse Colon to 
Replace Excised Stomach. D. State, T. Barclay and W. D. Kelly. 
—p. 1035. 


Hemangio-Endothelioma of Liver. P. F. Fox and L. E. Cella.—p. 1042. 


Amputation Neuroma Following Cholecystectomy. V. A. Stembridge. 
—p. 1048, 


Hodgkin's Disease of Stomach with Free Perforation and Apparent 
Surgical Cure. J. L. Atlee Jr., P. J. Rowan and E. E. Ziegler.—p. 10852. 


Entry into Left Heart to Expose the Mitral Valve.—The steps 
by which circulation is maintained and postoperative thrombo- 
embolism is prevented when operations are done within the left 
side of the heart are discussed in this paper. The transventricular 
and the transauricular approach to the mitral valve was studied 
in experiments on dogs and a technique was developed that per- 
mits entry into the left heart through the auricle for exposure 
of the mitral valve. A dry field is obtained by diverting oxygen- 
ated blood from the left pulmonary veins into a pump that 
injects it into the systemic arterial tree. A clamp is temporarily 
placed on the right pulmonary artery to prevent blood from 
passing through the right lung to the auricle. While the left side 
of the heart is not functioning, a normal cardiac output with 
adequate blood pressure and normal oxygenation of blood is 
maintained by the pump. Postoperative deaths from emboli 
have been almost entirely eliminated by confining the actual 
cardictomy to the auricle. Experiments on ventricular cardi- 
ctemy indicate that thrombi are likely to form after slight 
trauma to the ventricular endocardium. Of six dogs in which the 
mitral orifice and through it the left ventricular cavity were ex- 
posed for periods of 10 to 15 minutes, one died of sepsis. The 
other five fully recovered. This procedure is not yet suitable for 
clinical use, but in the laboratory its usefulness has been 
demonstrated. 


Transplantation of Human Thyroid Tumors into Eyes of Guinea 

to determine the growth potentialities of benign and malignant 
tumors of the thyroid in the anterior chamber of the eye of the 
guinea pig; (2) to compare the potentialities of growth of the 
transplanted tumor with the morphological interpretation of the 
fixed microscopic preparation, with special attention to tumors 
difficult to classify as to their benign or malignant nature; and 
(3) to determine whether undifferentiated malignant tumors of 
the thyroid will undergo morphological changes (differentiation) 
during their growth in the anterior chamber. Twenty-three differ- 
ent human thyroidal tumors were transplanted into the anterior 
chamber of the eyes of guinea pigs. Very malignant tumors sur- 
vived but grew only afier a latent period of several months. 
Some of the transplanted tumors were neither absorbed nor 
grew, but in several instances the surviving fragment consisted 
ef viable tumor cells after more than one year. In some in- 
stances morphological differentiation took place in the trans- 
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plants. The presence of acini containing colloid was observed in 
seme transplants. The possibility of uptake of radioactive iodine 
was investigated in some of these growing transplants but could 
not be demonstrated. 


Annals of Western Medicine & Surgery, Los Angeles 


5:981-1054 (Dec.) 1951 
Chloromycetin Therapy in Chronic Ulcerative Colitis. Z. T. Bercovitz. 


—p. 

Effect of ACTH on Experimental Brucellosis in Guinea Pigs. C. E. 
Tempereau, B. Rawlings, A. Lack and C Carpenter.—p. 997. 
*Use of Adrenocorticotropic Hormone (ACTH) and Cortisone in Rheu- 
matoid Arthritis. W. P. Holbrook, D. F. Hill, C. A. L. Stephens Jr. 

and L. J. Kent.—p. 1000. 


Cardiac Arrhythmias and Intravenous Quinidine Treatment. W. H. 
Lewis Jr.—p. 1 


Varicose Veins: Part VI. Pathogenesis of Varicose Ulcers. A. Fields. 
—p. 1010. 


Military Medicine’s Mission. L. Pugh.—p. 


1014. 
Clinicopathologic Conference. B. E. Konwaler and F. W. S. Modern. 
—p. 1018. 


Forensic Medicine: Systematic Approach to Identification of Toxic 
Organic Compounds Isolated from Tissues and Fluids. Part Il. Tetra- 
nitromethane and Azo Coupling Tests. C. J. Umberger and A. Stolman. 


Industrial Hazards of Organic oye” and Related Insecticides, 
Including Parathion. W. E. B. Hali . 1025. 


Corticotropin and Cortisone in Rheumatoid Arthritis.—Met- 
abolic control studies were made on 60 patients with active 
rheumatoid arthritis, while 45 were treated with corticotropin 
(ACTH) for from 10 to 20 days and 15 with cortisone for from 
10 to 14 days. In all 58 of the 60 experienced great improvement 
in the arthritis, both objectively and subjectively, and 16 of 
these had complete clinical remission. The duration of improve- 
ment varied from one day to more than six months, but the 
majority of patients partially relapsed within two weeks of dis- 
continuing treatment. One patient treated with cortisone de- 
veloped moderate moon-face on the 14th day. One patient who 
received from 80 to 160 mg. of corticotropin daily developed 
transient hypertension and sodium and water retention. None of 
the 40 patients who received 40 mg. of corticotropin or less per 
day exhibited significant signs of toxicity; there was no hyper- 
tension, glycosuria, elevation of blood sugar levels, sodium and 
water retention, or measurable evidences of hyperadrenalism. 
These are short-term studies, and long-term administration may 
reveal more serious evidences of toxicity. Characteristic altera- 
tions in amino acid metabolism have occurred when remissions 
of rheumatoid arthritis were induced by corticotropin, cortisone, 
pregnancy and jaundice. Whether these changes are essential 
to all remissions is not yet known. 


Arkansas Medical Society Journal, Fort Smith 
48:151-188 (Dec.) 1951 


Ano-Rectal Problems in Home and Office. J. Laurens.—p. 151. 


48:189-206 (Jan.) 1952 
Jaundice. P. Thorek.—p. 189. 
Erythroblastosis Fetalis (Hemolytic Disease of Newborn). W. F. 
Mengert.—p. 193. 
Report on Third National Conference on Physicians and Schools. H. W. 
Thomas.—p. 196. 
Antabuse in Treatment of Alcoholism. J. A. Wallace.—p. 198. 


Blood, New York 
6:1213-1306 (Dec.) 1951 

*Effects of Combined Folic Acid and Liver Extract Therapy. R. B. 
Chodos and J. F. Ross.—p. 1213. 

*Nature of Castie’s Hemopoietic Factor. S. T. Callender and L. G, 
Lajtha.—p. 1234. 

New Inherited Abnormality of Hemoglobin and Its Interaction with 
Sickle Cell Hemogiobin. E. Kaplan, W. W. Zuelzer and J. V. Neel. 
—p. 1240. 

Observations on Erythrocyte and Plasma Cholinesterase Activity in 
Dyscrasias of Blood. H. H. Scudamore, L. J. Vorhaus If and R. M. 
Kark.—p. 1260. 

Familial Erythroid Multinuclearity. J. A. Wolff and F. H. von Hofe. 
—p. 1274. 

Interpretation of Red Cell Survival Curves. A. C. Dornhorst.—p. 1284, 


Ross found that folic acid alone did not prevent development 
or progression of subacute combined degeneration in 12 of 22 
patients treated for from 12 to 25 months. In one patient with 
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macrocytic anemia who had had a total gastrectomy subacute 
combined degeneration developed after five months of folic 
acid therapy. Neurological disease did not develop in six per- 
nicious anemia patients treated with folic acid and liver extract 
for 3% to 39 months. In 10 pernicious anemia patients with 
good nutrition, neurological relapses did not progress when 
liver extract or vitamin B,. therapy was instituted, even though 
folic acid therapy was continued. In two patients with abnormal 
nutrition and complicating organic abnormalities, neurological 
disease progressed after institution of liver extract therapy. The 
authors feel that their observations are best explained by the 
theory that the hematological and neurological manifestations 
of pernicious anemia and other macrocytic anemias associated 
with pathological changes in the gastrointestinal tract and inade- 
quate nutrition are due to a deficiency of more than one sub- 
stance. The administration of folic acid may improve the hema- 
tological status, but may induce a deficiency of another substance 
or substances, e. g., vitamin By», which are essential for main- 
tenance of a normal blood picture and the integrity of the central 
nervous system. This deficiency will eventually result in the de- 
velopment of a suboptimal blood picture or subacute combined 
degeneration of the spinal cord, or both. Folic acid therapy did 
not produce neurological disease in patients with iron deficiency 
anemia who had free gastric hydrochloric acid and presumably 
sufficient intrinsic factor. It did not influence response to ferrous 
sulfate therapy. Patients with sprue, nutritional macrocytic 
anemia, and other macrocytic anemias associated with gastro- 
intestinal abnormalities who are treated with folic acid should 
also be given supplemental liver extract or vitamin B,. to pre- 
vent development of nervous system disease. 


Castle’s Hemopoietic Factor.—Although the validity of Castle's 
observations on the relationship of achylia gastrica to pernicious 
anemia has never been doubted, the interpretation of his findings 
seems to require modification. Folic acid seems to have no place 
in his concept and vitamin By has features of both the extrinsic 
and hemopoietic factors. Tissue culture has shown that crystal- 
line vitamin B,. is not identical with the hemopoietic factor pres- 
ent in normal serum. B,. does not ripen megaloblasts into normo- 
blasts in vitro, whereas normal serum and serum from patients 
with pernicious anemia treated with B,. will do this. In the present 
investigation Castle’s original hypothesis was tested in vitro by 
studying the effect of various combinations of vitamin B,, and 
gastric juice on megaloblastic marrow. Secondly, the heat labil- 
ity of the hemopoietic factor in normal serum was studied. The 
term “ripening” is used to signify the transformation of megalo- 
blasts to normoblasts and the term “maturation” for the devel- 
opment of later cell forms from younger forms. The studies re- 
vealed the following: 1. Normal gastric juice (intrinsic factor) 
and vitamin B,. together form a thermolabile hemopoietic factor 
that ripens megaloblasts in vitro, gastric juice or B,. alone being 
inactive. 2. The hemopoietic factor in normal serum also ap- 
pears to be thermolabile, since heating to 56 C for two hours 
destroyed some of its activity. 3. The relationship of these fac- 
tors suggests an extra-gastric source of intrinsic factor with which 
parenterally administered B.. can combine, as well as a gastric 
source of intrinsic factor. 


Electroencephalography and Clin. Neurophys., Boston 
3:393-530 (Nov.) 1951. Partial Index 


Interpretation of Action Potentials Evoked in Cerebral Cortex. J. C. 
Eccles.—p. 

Maturation of ciead Response of Visual Cortex in Postnatal Rabbit. 
W. E. Hunt and S. Goldring.—p. 465. 

Diencephalic Mechanisms in Petit Mal Epilepsy. E. A. 
Wycis and V. Reyes.—p. 473. 

Theta and Beta Rhythm in Normal Adults. 
A. C. Mundy-Castle.—p. 

Localizing Value of Tracings 
Obtained Simultaneously by Homologous Recording: 406 Correlative 
Studies of Clinical, Pathologic, Pneumoencephalographic and Electro- 
encephalographic Data. R. B. Aird and D. S. Zealear.—p. 487. 

Duration, Amplitude, and Shape of Muscle Action Potentials in Polio- 
myelitis. P. Pinelli and F. Buchthal.—p. 497. 

Activation of EEG by Auditory Stimulation Combined with Metrazol: 
Preliminary Report. P. M. O’Flanagan and H. G. Gibson.—p. 505, 


J.A.M.LA,, April 1952 


Gastroenterology, Baltimore 
19:599-910 (Dec.) 1951 


Modern Treatment of Massive Hemorrhage of Peptic Ulcer Origin. 
B. B. Crohn and H. D. Janowitz.—p. 605. 

Comparison of Results in Personally Studied Cases in Which Gastric 
Vagotomy was Performed with Those Reported to the American 
Gastroenterological Association. W. Walters, H. H. Belding HII and 
M. K. Smith.—p. 623. 

SYMPOSIUM ON ACTH AND CORTISONE AS RELATED TO THE 

GASTROINTESTINAL TRACT 

Modification of Leukocytic Function in Human Windows by ACTH. 
J. W. Rebuck, R. W. Smith and R. R. Margulis.—p. 644. 

Effects of ACTH and Cortisone upon Stomach: Its Significance in 
Normal and in Peptic Ulcer. S. J. Gray, J. A. Benson Jr., H. M 
Spiro and R. W. Reifenstein.—p. 658. 

Studies on Effects of Cortisone and Pituitary Adrenocorticotropic Hor- 
mone (ACTH) in Sprue Syndrome. D. Adlersberg, H. Colcher and 
S. R. Drachman.—p. 674. 

Clinical Effects of ACTH in Ulceraiive Colitis. J. A. Halsted, W. S. 
Adams, 5. Sloan and others.—p. 698. 

*ACTH in Treatment of Chronic Ulcerative Colitis. J. M. Elliott, E. D. 
Kiefer and L. M. Hurxthal.—p. 722. 

Hormonal Studies in Patients with Chronic Liver — I. J. Pincus, 
A. E. Rakorl, E. M. Cohn and H. J. Tumen.— 

Epidemic Hepatitis: Prolonged Observations on ‘inion Course with 
Liver Biopsy Studies. A. W. Barile, J. T. Taguchi and S. N. Maimon. 
—p. 755. 

Experience with Operating Gastroscope. C. W. Wirts, J. L. Carroll and 
D. Wald.—p. 777. 

Differentiation of Benign and Malignant Diseases of Gastric Antrum. 
C. A. Flood and G. C. Hennig.—p. 787 

Critica! Evaluation of Noble Plication Procedure in Management of 
Chronic Recurrent Intestinal Obstruction Due to Adhesions. J. W. 
Lord Jr.—p. 801. 

Pelvic Autonomic Neurectomy for Ulcerative Colitis. R. J. Schlitt, J. J. 
McNally. B. G. P. Shafiroff and J. W. Hinton.—p. 812. 

Morning Sickness in Men: Functional Gastrointestinal Syndrome. I. A. 
Warren.—p. 820. 

Correiation of Secretory Patterns of Gastric Mucous Substances with 
Castroscopic Findings in Humans; Their Significance for Diagnosis of 
“Atrophic Gastritis.”” G. B. J. Glass, H. Barowsky and S. A. Schwartz. 


—p. 829. 
Plasma Antithrombin Patterns in Disturbances of Pancreas. I. Innerfield, 
A. Angrist and J. W. Benjamin.—p. 843. 
Pathogenesis of Experimental Dysentery Intoxication: Further Studies in 
Inhibition of Lesions. A. Penner.—p. 855. 

Corticotropin in Chronic Ulcerative Colitis.—Elliott and asso- 
ciates report clinical observations on 33 cases of chronic ulcera- 
tive colitis in which corticotropin was administered. These pa- 
tients received the usual nonspecific supportive therapy of bed 
rest, sedation, liberal doses of vitamins, and a low residue, bland, 
high protein diet. Some were given blood transfusions, and a few 
received antibiotic drugs. The daily dose of corticotropin started 
at from 20 to 40 mg., which during four or five days was in- 
creased to the maximal dosage, usually 100 to 120 mg. per day. 
The highest daily dose was 180 mg. The daily amount was 
divided into three or four intramuscular injections. After sev- 
eral days on the full dosage, the amount was gradually reduced 
to from 20 to 40 mg. daily in two injections. Treatment was con- 
tinued for from 10 to 31 days, and total dosages ranged from 
900 to 2,500 mg. Several patients while receiving corticotropin 
were also given daily intramuscular injections of 25 mg. of tes- 
tosterone propionate to offset the nitrogen loss that accompanies 
corticotropin therapy. From 1.5 to 3 gm. of potassium nitrate 
was given orally each day that full doses of corticotropin were 
used in order to prevent potassium depletion. The authors con- 
clude that in certain cases of chronic ulcerative colitis cortico- 
tropin therapy can relieve symptoms and be an added stimulus 
to remission of the colitis. It has litthke value in patients with 
chronic advanced disease or those already in remission. It is most 
effective in cases of short duration or in which changes in the 
colon are relatively limited but systemic symptoms are severe. 
Corticotropin probably has little curative effect on the disease 
in the colon. Small doses of corticotropin taken over long periods 
may provide some protection against exacerbation of colitis. The 
side-effects of corticotropin therapy were not serious. 


GP (J. Am. Acad. Gen. Practice), Kansas City, Mo. 


§:1-193 (Jan.) 1952 
Educating the Peptic Ulcer Patient. A. E. Hussar.—p. 34. 
When Is a Sprain Not a Sprain? J. K. Stack.—p. 39. 
The Art and Ethics of Medicine. E. A. Davis.—p. 43. 
Examining Children. L. Steine.—p. 50. 
Dangers of Salt Depletion in Heart Failure. F. H. Tepley.—p. 53. 
Emotional Factors in Gynecology. G. F. Melody.—p. 59. 
Treatment of Heart Disease in Pregnancy. F. A. Kyser.—p. 64. 
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Industrial Medicine and Surgery, Chicago 


20:533-574 (Dec.) 1951 
*The Menopause and the Employee. H. C. Hesseliine.—p. 533. 
Psychiatric Casualties in Industry. J. D. Moriarty.—p. 538. 
Clinical Experiences with Exposures to Ethylene Amines. C. U. Dernehl. 


Chronic Alcoholism as Medical Problem in Industry. S. C. Franco. 
47 


—p. 547. 
Dermatitis Venenata from Butesin Picrate Ointment. F. Ronchese. 
—p. 555. 


The Menopause in Employed Women.—The untreated natural 
menopause lasts on an average 18 to 24 months; the induced 
climacteric tends to last longer, especially in younger women, 
with an average of 30 or more months. It is estimated that, of the 
19,415,000 employed women, about 1,153,000 have menopausal 
symptoms. Many of these women perform well, even though they 
may have some emotional irritability, hot flashes, and decreased 
tolerance of irritating factors. Medical problems of the meno- 
pause should be treated by the patient’s private physician. The 
medical director, nurse, or Woman counsellor should direct these 
women to consult their family physician or gynecologist. Women 
who are easily upset or disturbed by noises may work more 
efficiently in quieter surroundings. Women who have relaxation 
of the vaginal walls or prolapse should be placed in jobs in 
which there is no heavy lifting or physical strain. Those ex- 
periencing vasomotor reactions and associated symptoms should 
receive special consideration for their job placement. 


Journal of International College of Surgeons, Chicago 


16:681-818 (Dec.) 1951. Partial Index 
Mediastinal Tumors: Angiocardiographic Study of 65 Proved Cases. 
C. T. Dotter and I. Steinberg.—p. 684. 
Critical Appraisal of Extension of Radical Operation for Rectal Cancer. 
H. E. Bacon, L. E. McCrea and H. D. Trimpi.—p. 694. 
Rupture of Pregnant Uterus. W. W. Daniel and J. S. Inman Jr.—p. 706. 
Intra-Arterial Transfusion of Blood. C. S. White and D. Stubbs.—p. 716. 
Cystic Torsion of Ovarian Pedicle in Infants and Children. C. A. Proane. 
724. 


Retroperitoneal Cysts and Tumors. M. Nordland and M. A. Nordland. 
—p. 731. 

Postoperative Esophagitis Requiring Surgical Treatment. T. H. Hewlett 
and A. Behrend.—p. 740 

Evaluation of Operative Treatment of Ruptured Lumbar Discs. M. B. 
Noyes and J. A. Hunter.—p. 746. 

*Papilloma of Bladder. C. P. O’Neill.—p. 753. 

Current Conceptions of Nonsuppurative Labyrinthitis. G. B. Trible. 


—p. 9. 

Heterotopic Pregnancy with Tubal Abortion. J. R. Sprague and E, A. 
Sprague.—p. 765. 

Intracardiac Valvular Surgery for Congenital Pulmonary Stenosis and 
Acquired Mitral Stenosis. E. H. Fell.—p. 768. 

Perforated Bowel with Inguinal Hernia. S. Vernon.—p. 776. 

Endoscopic Photography in Proctology. H. L. Feit.—p. 783. 


Papilloma of Bladder.—O'Neill discusses his experiences in 
treatment of 200 vesical tumors during the last 20 years. Papil- 
lomas constitute 90% of all tumors of the biadder, and although 
their exact cause is not known, it is believed that chronic irri- 
tation is a forerunner of the tumor. Calculi, occupational ex- 
posure to coal tar products, or bilharziasis are possible causes 
of irritation. Bleeding is a warning sign of tumor development. 
Cystoscopic examination is the chief diagnostic aid, but larger 
growths may be demonstrated roentgenographically. For treat- 
ment fulguration with the high frequency current through the 
operating cystoscope may suffice, provided the roots are re- 
moved. If only the branches of the papilloma are cut off, recur- 
rence will follow. Radon or radium in the form of needles or 
a capsule anchored in a Foley catheter are effective agents for 
attacking the roots of the papilloma. With its use vesical func- 
tion may be preserved. Surgical diathermy through a suprapubic 
cystotomy is also used. Total cystectomy, with implantation 
of the ureters into the rectum and rectosigmoid, is gaining 
favor, but, on the other hand, the surgical treatment should 
not be too radical. Total cystectomy with the creation of a 
cloaca may be too heroic when it is possible to remove the 
growth and its roots and spare the bladder. In the presence of 
far advanced tumors, transplantation of the ureters with the 
carcinoma left in situ has afforded some palliation. In ureteral 
implantation a submucosal tunnel should be created, and a 
mucosa-to-mucosa approximation accomplished in order to pre- 
vent obstruction, reflux, infection, and leakage. 
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Journal Lab. and Clinical Medicine, St. Louis 
38:829-990 (Dec.) 1951 


*Significance of Hemoglobinemia and Associated Hemosiderinuria, with 
Particular Reference to Various Types of Hemolytic Anemia. W. 
Crosby and W. Dameshek.—p. 829. 

*Parahemophilia (Owren’s Disease): Report of Case in a Woman with 
Studies on Other Members of Her Family. F. Stohiman Jr., W. J 
Harrington and W. C. Moloney.—p. 842. 

Cellular Composition of Peritoneal Fluid in DBA Mice After Intraperi- 
toneal Injection of Normal or Malignant Human Cells. G. W. Hilliard 
and H. E. Nash Jr.—p. 8 

Fatal Agranulocytosis Resulting from Procaine Derivative. H. Miller, 
R. C. Pollock and G. C. Griffith.—p. 850. 

Study of Hemodynamics in Coarctation of Aorta Using Dye Dilution 
and Direct Intra-Arterial Pressure Recording Methods. E. F. Beard, 
E. H. Wood and O. T. Clagett.—p. 858. 

Alleged Sedative Effect of Thonzylamine Hydrochloride (Neohetramine). 
C. Landis and J. Zubin.—p. 873. 

Relation Between Resistance to Chemotherapeutic Agents and Other 
Biochemical Properties of Some Viridans Streptococci and Enterococci. 

. E. Heatherman and W. E. Clapper.—p. 881. 

Distribution and Antibiotic Sensitivity in Fifty-Five Strains of Klebsiella 
Pneumoniac. C. F. Lemke and L. E. Gates.—p. 889. 

Intravascular Distribution of NA** Injected Intravenously in Man. 
L. Bakay, B. Selverstone and W. H. Sweet.—p. 893. : 

Urinary Excretion of Choline and Trimethylamines After Intravenous 
Administration of Choline in _ Diseases. J. de la Huerga, H. Pop- 
per and F. Steigmann.—p. 

Metabolic Effects of (11-Desoxy-17-Hydroxycorticosterone) 
in Man. S. S. Fajans, L. H. Louis and J, W. Conn.—p. 911. 


Hemoglobinemia and Hemosiderinuria.—Hemoglobinemia may 
be defined as the existence of extracorpuscular hemoglobin in 
the plasma in excess of the highest level normally found, that is, 
a level of 5 mg. per 100 cc. An excessive plasma hemoglobin 
concentration occurs as the result of intravascular hemolysis and 
is therefore an indication of hemolytic disease. The concentra- 
tion of free hemoglobin has been known to reach values above 
500 mg. per 100 cc. in incompatible transfusion reactions and 
during the paroxysms of blackwater fever. When the concentra- 
tion of plasma hemoglobin exceeds the renal threshold, hemo- 
globin is excreted in the urine. Since the threshold lies in the 
neighborhood of 90 to 100 mg. per 100 cc. it may be surmised 
that a rather severe hemolytic reaction must precede the appear- 
ance of hemoglobinuria. Crosby and Dameshek studied the 
plasma hemoglobin concentration in a variety of hematological 
disorders and examined the urine of these patients for the pres- 
ence of hemosiderin. Control tests of plasma from more than 
100 healthy subjects and patients without blood dyscrasias re- 
vealed that the plasma hemoglobin level never exceeded 4 mg. 
per 100 cc. The results of plasma hemoglobin and urinary hemo- 
siderin determinations in 23 patients with various kinds of hemo- 
lytic disease are recorded in a table and discussed. It is suggested 
that the definition of the hemolytic syndrome, as it occurs in 
acquired hemolytic anemia, sickle-cell anemia, and severe Medi- 
terranean anemia, should be amplified to include a low-grade 
hemoglobinemia as one of its characteristics. Hemosiderinuria 
was invariably found when hemoglobinemia was present. The 
demonstration of hemoglobinemia provides unequivocal evidence 
of abnormal hemolysis and therefore of hemolytic disease. As a 
point of differential diagnosis, hemoglobinemia may distinguish 
between sickle-cell trait and sickle-cell anemia, between mild 
and severe Mediterranean anemia, and, with some reservations, 
between acquired hemolytic anemia and hereditary spherocytosis. 
In acquired hemolytic anemia continued hemoglobinemia 
must be regarded as an unfavorable prognostic sign. However, 
it was noted that hemoglobinemia was the first sign to diminish 
or disappear as patients improved. 


Parahemophilia (Owren’s Disease). 
point out that in 1947 Owren in a monograph on blood coagu- 
lation presented studies on a hemorrhagic diathesis in a young 
woman due to deficiency of a newly discovered coagulation- 
promoting globulin, which he called factor 5. He defined the 
role of this protein in accelerating the conversion of prothrombin 
to thrombin, and suggested the term parahemophilia for his pa- 
tient’s syndrome. Recently Frank, Bilhan, and Ekren published 
data on a second case of parahemophilia that occurred in a 
young man whose father and brother had a tendency to bleed. 
The present report is concerned with the third recorded instance 
of this disorder and the first established case in this country, al- 
though some of the cases of hypoprothrombinemia reported 
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prior to Owren’s publication were probably parahemophilia. The 
past history of the 20-year-old woman presented here was im- 
portant in that she had severe hemorrhage necessitating trans- 
fusions after tonsillectomy at the age of 8 years and after 
rhinoplasty at 17 years of age. Transfusions were also required 
six months prior to the present admission because of marked 
postpartum blood loss that occurred despite an apparently un- 
eventful labor and normal delivery. In all these episodes the 
bleeding was promptly controlled by administration of fresh 
blood. There was no history of excessive blood loss from minor 
lacerations or during menses. Spontaneous development of ec- 
chymoses had not been noted. She had been hospitalized at this 
time because of severe abdominal pains and a diagnosis of acute 
cholecystitis. Tests revealed no evidence of parenchymatous 
liver disease. On the basis of the history and a prolonged pro- 
thrombin time, it was decided to refrain from surgical interven- 
tion. After her symptoms had subsided, her blood was subjected 
to tests and studies were made on blood specimens of both 
parents and a brother and sister. The data obtained indicate that 
this woman’s hemorrhagic diathesis was due to an isolated defi- 
ciency of factor 5, and conformed to the diagnostic criteria of 
parahemophilia described by Owren. Studies on her immediate 
family failed to establish a genetic pattern for its occurrence. 


Journal-Lancet, Minneapolis 
71:519-562 (Dec.) 1951 


Ureterosigmoidostomy Following Radical Pelvic Surgery. R. S. Rodgers. 
—p. 519 

Cerebrai Angiography. L. A. French.—p. 523. 

Whitman Reconstruction of Hip. C. G. Caspers and M. O. Henry. 
—p. 527. 

Ophthalmic Headache: Headache Among Children. F. M. Walsh and 
L. D. Harris.—p. 530. 

New Umbilical Cord Clamp. J. A. Haugen.—p. 534. 

The Civilized Colen. H. F. R. Plass.—p. 535. 

Intussusception. A. W. Ide Jr.—p. 541. 


J. Pharmacology & Exper. Therap., Baltimore 
103:337-495 (Dec.) 1951. Partial Index 


Analysis of Mode of Action of Curare on Neuromuscular Transmission: 
Effect of Temperature Changes. P. E. B. Hoimes, D. J. Jenden and 
D. B. Taylor.—p. 382. 

Effect of Ascorbic Acid on Urinary Excretion of Citrovorum Factor 
Derived from Folic Acid. A. D. Welch, C. A. Nichol, R. M. Anker 
and J. W. Boehne IIl.—p. 403. 

Comparison of 42 Cardiac Glycosides and teaiaae K. K. Chen, F. G. 
Henderson and R. C. Anderson.—p. 42¢ 

Bioassay of Diuretic Agents in Patients “el Congestive Failure. T. Grei- 
ner, H. Gold, C. I. Bliss and others.—p. 431. 

Mechanism of Vasomotor Action of Quinidine. Go Lu.—p. 441. 


Influence of Dosage Regimen on Therapeutic Effectiveness of Penicillin G ~ 


in Experimental Lobar Pneumonia. L. H. Schmidt and A. Walley. 
—p. 479 


Journal of the Student A.M.A., Chicago 
1:1-76 (Jan.) 1952 


Surgery and Bronchiectasis. R. M. Janes.-—p. 21. 
Bacille Calmette Guerin: Survey and Evaluation. H. A. Saltzman.—p. 28. 
Treatment of Acute Glomerular Nepbhritis. R. W. Browning.—p. 33. 


Kansas Medical Society Journal, Topeka 
§2:577-632 (Dec.) 1951 
Congenital Toxoplasmosis: Case in Kansas. F. A. Allen.—p. 577. 
Glomus Jugulare Tumor. D. M. Gibson and G. O'N. Proud.—p. 581. 
*Further Studies of Geography of Histoplasmin Sensitivity in Kansas and 
Missouri. M. L. Furcolow and J. Sitterley.—p. 584. 
Role of Thyroid Feedings in Pregnancy. L. R. Pyle.-—p. 589. 


Geographic Differences in Histoplasmin Sensitivity in Kansas 
and Missouri.—Histoplasmin skin tests were performed on 
7,855 grade and high school students between the ages of 5 
and 18 years, of whom 6,400 were residents of six counties in 
Kansas and 1,455 were rural residents of Boone County, Mis- 
souri. All persons tested were lifetime residents of these 
counties. The tests were made with 0.1 cc. of a dilution of 3 
to 1,000 of histeplasmin injected intracutaneously in the fore- 
arm, and the reactions were read after 48 hours in the majority 
of cases. The percentage of positive reactors observed among 
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these students varied considerably from slightly over 1% in 
the counties in the northwest of Kansas to 84% in Boone 
County in Missouri. The rural resident sensitivity rates were 
consistently higher than the urban resident rates, and this in- 
creased sensitivity among rural! residents was most pronounced 
where the rates were highest. There was only a slightly higher 
percentage of positive reactors among males than females. Re- 
sults of the authors’ study confirmed the pronounced geographic 
differences in histoplasmin sensitivity rates in Kansas and Mis- 
scurl. Positive reactions are extremely rare in northwest Kansas 
and extremely commen in northeast Kansas and Missouri. There 
is a definite relationship between the presence of moisture and 
the growth of most fungi. In comparing the general geography 
and the presence of moisture in the various areas tested, it is 
evident that the high plains regions have few large streams, 
rivers, and lakes, so that surface water rapidly drains away. 
Farther east, toward the northeast, the moisture and tempera- 
ture factors are more iavorable to the growth of Histoplasma 
capsulatum. It would seem, therefore, that the geographic vari- 
aticn in reaction incidences could be accounted for by environ- 
mental differences. 


Missouri State Medical Assn. Journal, St. Louis 
49:1-96 (Jan.) 1952 


SYMPOSIUM ON CANCER OF THE FEMALE GENITAL TRACT 
Dysontogenic Tumors of Lower Female Genital Tract. R. M. Ruch. 
17. 


Review of Complications from Radium Treatment for Carcinoma of 
Cervix Uteri. M. D. Bonebrake and A. 1. Sherman.—p. 19 

Radioactive Colloidal Goid for Treatment of Cancer of Female Repro- 
ductive Tract. A. I. Sherman, M. Bonebrake and W. M. Alien. 
—p. 24. 

Improvement in Finding of Anatomically Early Squamous Carcinoma 
of Cervix Uteri. J. B. Frerichs, A. I. Sherman, R. M. Ruch and 
S. M. Monat.—p. 26. 


Vaginal Applicators in Treatment of Carcinoma of Cervix. A. F. 
Sudhoid Jr.—p. 29. 


Present Day ae in Etiology of Rheumatic Fever. L. Kahn and 
.D. Goldring.—p. 3 


New York State Journa! of Medicine, New York 
§1:2695-2806 (Dec. 1) 1951 


Results of Treatment of Skeletal Tuberculosis in Central New York. 
R. D. Severance, J. H. Bauer, H. L. Murray and J. J. Kalamarides. 
—p. 2731. 

Infantile Cortical Hyperostoses with Report of Two Cases. H. Hallock. 

p. 2737. 


Corkscrew Bolt for Intracapsular Fracture of Hip. R. K. Lippmann. 

—p. 2740. 

Use of Infrared Radiation in Colorimetry: Rapid Estimation of Alcohol 
in Body Fluids Using Test-Tube Still. F. R. Weedon, J. H. Gustafson 
and J. D. Rolfe.—p. 2744. 

Classification of Allergic Tissue Responses. M. G. Bohrod.—p. 2746. 

Malignant Exophthalmos with Subacute Myocarditis and Generalized 
Myositis. K. L. Terplan, A. B. Constantine, G. F. Koepf and G. O. 
Dayton.—p. 2750. 


Study of Workmen’s Compensation and Heart Disease in New York 
City L. J. Goldwater and N. M. Weiss.—p. 2754. 

*Anorectal Complications of Aureomycin, Terramycin and Chloromycetin 
Therapy. S. D. Manheim.—p. 2759. 

ey of Corpus Uteri Apparently Completely Removed by Curettage. 
J . Tandatnick and B. Karen.—p. 2761. 


Pit. Evaluation of Mumps Virus Vaccine in an Orphanage. D. Blitz 
and H. M. Eisenofi.—p. 2765. 


ACTH and Cortical Steroids in Postpartum Plasma: Preliminary Report. 
L. W. Granirer.—p. 2767. 


Anorectal Complications from Antibiotics.—The use of aureo- 
mycin, terramycin, and chleramphenicol in a wide variety of 
symptoms and diseases has made it apparent that the adminis- 
tration of these drugs resulted in anorectal complications. The 
patients treated by Manheim presented an almost identical 
symptom pattern. They complained of perianal itching associ- 
ated with pain, burning sensation, and bleeding on defecation. 
They gave a history of oral ingestion of aureomycin, terramycin, 

chicramphenicol approximately two weeks before the onset 
of symptoms. A great many also gave a history of severe diarrhea 
very soon after taking the antibiotics. Proctologic examination 
usually revealed perianal erythema with thickening and excoria- 
tion of the perianal skin with or without multiple superficial 
fissures at the margins of the anal aperture. Observations cn 
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about 100 cases showed that the complication was more frequent 
in males (about 2:1). Aureomycin was the offending drug in the 
largest number of cases, chloramphenicol in the smallest num- 
ber. The dosage and length of administration of the drugs did 
not influence the severity of the symptoms. In some instances the 
anorectal complications following the use of these antibiotics 
are far severer than the diseases for which they were employed. 
Furthermore, the complications were extremely resistant to 
treatment. Many patients had severe symptoms for as long as 
six to eight months despite active therapy. When pruritus was 
the chief complaint, fungicidal cintments and powders were 
used. In patients exhibiting pain, bleeding, and superficial fis- 
sures local analgesic ointments appeared helpful. Patients re- 
quiring surgery responded well and healed rapidly. Recently, 
the author prescribed acidophilus or buttermilk in the belief 
that this would aid in the restoration of the normal intestinal 
flora that had been altered by the antibiotics. Cure or striking 
improvement resulted. 


Northwest Medicine, Seattle 


§0:909-1009 (Dec.) 1951 
Outline of Undesirable Effects of ACTH and Cortisone. J. L. Bakke. 
—p. 930. 


Washington Experience with Voluntary AdmissionS to State Hosp'tal 
for Observation and for Treatment. C. H. Jones and L. R. Hughes. 
—p. 933. 

Simple Procedure to Reduce Post-Operative Tonsil Bed Bleeding. M. K. 
Hartzell.—p. 936 


Ohio State Medical Journal, Columbus 


47:1085-1184 (Dec.) 1951 


Obestiy, Cholesterol, Arterial Disease and Hypertension. P. S. Ross. 
—p. 1109 

Chronic Altitude Sickness with Potassium Intoxication: Case Report. C. 
E. Steyer and H. F. Loyke.—p. 1115. 

Prevention of Stasis Syndrome in Legs. L. Goldman.—p. 1119. 

Tracheal Lavage as Diagnostic Procedure in Pulmonary Tuberculosis. 
QO. Neufeld, W. L. Wallbank and F. R. Canelli.—p. 2 

Spontaneous Rupture of Rectus Abdominis. L. J. Szary.—p. 1126. 

Rupture of Aneurysm of Circle of Willis During Pregnancy. W. Brehm. 
—p. 1127. 

Cardiac Symptoms in the Adolescent—Psychiatric Viewpoint. J. W. 
Higgins and B. Schwartz.—p. 1129. 


Surgery, St. Louis 
30:923-1084 (Dec.) 1951 


Preliminary Clinical Observations of Serum Lipase Activity as Determined 
by — Method. A. M. Scligman, P. Glotzer and L. Persky. 
—Pp. 

Essential Amino Acids in Plasma and Urine of Surgical 
Patients: With Particular Reference to Comparison Between Well- 
Nourished and — Patients. T. C. Everson and M. J. 
Fritschel.—p. 9: 

Cannula for tt Small Bowel in Cases of Intestinal Obstruction. 
D. Pampari.—p. 944. 

Significance of Perineal Pain Following Resection for Carcinoma of 
Rectum. J. M. Beal and F. L. Ashley.—p. 950. 

Repair of Cranial Defects with Iliac Bone. H. G. McClintock and R. O. 
Dingman.—p. 955 

Further Observations upon Intramedullary Pressures During Fixation of 
Fractures by Kiintscher’s Method. L. F. Peltier.—p. 964. 

Scrubbing the Pleura in Treatment of Chronic and Recurrent Spon- 
taneous Pneumothorax. J. M. Beardsley and V. M. Pahigian.—p. 967. 

*Arsenical Epitheliomas of Medicinal Origin. S. W. Arhelger and A. J. 
Kremen.—p. 977. 

Experimental Study of Thrombogenic Properties of Magnesium and 
Magnesium-Aluminum Wire in Dog’s Aorta. P. Stone and J. W. 
Lord Jr.—p. A 

Microscopic Observations of Living Mammalian Kidney: Effect of Crush 
Injuries, Shock, and Adrenalin on Cortical Blood Flow. J. F. R. 
Fleming and W. G. Begelow.—p. 994. 

Open Safety Pin in Stomach: Method of Removal. H. F. Berg.—p. 1004. 


Arsenical Epitheliomas of Medicinal Origin.—This paper de- 
scribes eight cases of cutaneous malignancy and one case of 
benign epitheliomatosis resulting from the medicinal use of 
arsenic. These cases were observed within a two year period, dur- 
ing which a total of 110 new cases of skin cancer were seen, indi- 
cating a fairly high incidence of these arsenical cancers. 
Hyperpigmentation or melanosis and keratoses may precede 
arsenical skin cancer. The malignant lesions assume the gross 
features of the different types of cutaneous epithelioma (squa- 
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mous-cell, basal-cell, and mixed-cell types). Occasionally they 
may assume the superficial plaquelike forms simulating super- 
ficial epitheliomatosis; other lesions may be indistinguishable 
from Bowen's intraepithelial epitheliomatosis, and occasionally 
the different types of epithelial neoplasms coexist. Furthermore, 
interrogation may reveal additional symptoms of arsenism, such 
as disorders of the central and peripheral nervous system; hema- 
topoietic disturbances, usually microcytic anemia; chronic res- 
piratory disturbances, such as pharyngitis, bronchitis, and even 
perforation of the nasal septum; and gastrointestinal disorders 
and cirrhosis of the liver. All of the eight patients described had 
received a solution of potassium arsenite (Fowler’s solution) in 
the treatment of such conditions as bronchial asthma, Syden- 
ham’s chorea, rheumatic fever, psoriasis, or dermatitis. The inter- 
val between the exposure and the appearance of the malignant 
lesion was over 20 years in most of the cases. Arsenical kerato- 
ses are potentially malignant lesions. Surgical excision is the 
treatment of choice for all suspicious lesions exhibiting recent 
change in size or growth rate, or surface ulceration. Follow-up 
examinations must be made at regular intervals. The choice be- 
tween surgical excision and roentgen therapy in malignant epi- 
thelioma depends on the location and extent of the lesions. In 
advanced cases involving the skin of the extremities, some type 
of amputation is usually necessary. Because of somewhat better 
cosmetic results, roentgen therapy is indicated for small, early 
lesions occurring about the nose, eyes, or ears. 


Virginia Medical Monthly, Richmond 
78:635-690 (Dec.) 1951 
Diagnosis of Carcinoma of Colon and Rectum. C. Williams.—p. 637. 
*Hematuria as Manifestation of Sickie Cell Disease. A. A. Creecy, N. R. 
Varano and T. G. Hurdle.—p. 642. 
Place of the General Practitioner in the General Hospital. J. O. Boyd Jr. 
647. 


Cholelithiasis Not Recognized by Cholecystogram. G. J. Levin.—p. 652. 
Treatment of Advanced Cancer of Bladder. F. M. Jacobs.—p. 655. 


Hematuria in Sickle Cell Disease.—About 8% of American 
Negroes have sicklemia, or sickle cell trait, but in the majority 
this produces no symptoms. However, about | in 40 have a 
severe chronic anemia resulting from excessive destruction of 
‘erythrocytes, and the term sickle cell anemia is applied to their 
condition. Tests demonstrated that between 30 and 60% of the 
erythrocytes in the venous circulation of persons with sickle cell 
anemia, but less than 1% of those in the venous circulation of 
persons with the sickle cell trait are sickled. Comparative studies 
of the hemoglobin of patients with sickle ceil anemia and of 
healthy persons suggested that there are pathological changes in 
the hemoglobin molecule in sickle cell anemia. The sickle cell 
trait can be detected by a method described by Williams and 
Mackey. After briefly describing this test, Creecy and associates 
call attention to hematuria as a manifestation of sickle cell dis- 
ease, describing two cases of their own observation. The first 
case demonstrates that hematuria may be the only clinical mani- 
festation of sickle cell disease. The other case shows that hema- 
turia may be only one of many and varied manifestations of the 
disease. The incidence of the disease in Negroes is sufficiently 
high (8%) to warrant a sickling test on all Negro patients when 
the diagnosis is not immediately apparent, and a routine sickling 
test seems justified in all hospitalized Negro patients. 


West Virginia Medical Journal, Charleston 


48:1-34 (Jan.) 1952 


Why Wait—Let’s Do It Ourselves. F. S. Crockett.—p. 1. 

Health Councils for Healthier Communities. 8. Milliken.—p. 3. 

West Virginia Can Have Community Health Councils. N. H. Dyer.—p. 7. 

Leadership and Teamwork Essential in Organization of Health Councils. 
G. Humphreys.—p. 9. 

Sherlock Holmes and the Portugese Man-of-War. E. J. Van Liere.—p. 10, 


World Medical Association Bulletin, New York 
4:1-64 (Jan.) 1952 
World Medical Association Inaugural Address. D. Knutson.—p. 7. 


Cardiovascular Diseases as Problem of Medical Organization. G. Biorck. 
—p. 9, 
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FOREIGN 


Acta Medica Scandinavica, Stockholm 


141:77-152 (No. 2) 1951. Partial Index 


Follow-up Study of Patients with Rheumatic Fever, with Special Refer- 
ence to Chronic Cardiac and Articular Disease. E. Arns¢, K. Broéchner- 
Moriensen and B. Hastrup.—p. 

One Year's Experience with Unipolar Electrocardiography. S. Belfrage. 
—p. 100. 

*On Streptomycin Therapy in Tuberculous Meningitis and in Miliary 
Tuberculosis. H. C. A. Lassen and F. Neukirch.—p. 110. 


Streptomycin in Tuberculous Meningitis and Miliary Tuber- 
culosis.—Streptomycin concentrations in the spinal fluid high 
enough to be effective against the tubercle bacilli can be secured 
without intrathecal administration when the meninges are in- 
flamed. The severe complications sometimes associated with 
intrathecal injections, especially neurological sequelae, make it 
advisable to avoid intrathecal treatment whenever possible. Re- 
porting on 50 cases of disseminated tuberculosis treated with 
streptomycin, the authors state that intramuscular treatment 
carried out for a prolonged period and with fairly high doses 
will prove almost as effective as combined intramuscular and 
intrathecal treatment. Improvement takes place slowly, usually 
not appearing for several weeks. The use of streptomycin has 
made it possible to cure between 30 and 40° of patients with 
tuberculous meningitis, and the introduction of dihydrostrepto- 
mycin and use of p-aminosalicylic acid will probably result in 
a higher percentage of cures. Vestibular function was completely 
abolished in all the patients who survived, but none of them 
became deaf. The prognosis is least favorable in cases of tuber- 


culous meningitis accompanied by miliary tuberculosis, and is . 


most favorab'e in cases of miliary tuberculosis alone. No in- 
stance of disseminated tuberculosis in persons who had received 
Calmette vaccination and subsequently had a positive tuberculin 
reaction has been seen at the Central Tuberculosis Dispensary 
in Copenhagen. Consequently the authors believe that Calmette 
vaccination of all tuberculin-negative persons would prevent the 
eccurrence of tuberculous meningitis and miliary tuberculosis, 


Archiv fir klinische Chirurgie, Heidelberg 
269:471-S86 (No. 6) 1951. Partial Index 

*Animal Experiments on Exchange Transfusions in Uremic Conditions, 
W. Dornes, H. Lurz and B. Sachsse.—p. 471. 

Aspiration and Aspiration Pneumonia. E. Stutz.—p. 484. 

Pathophysiology of Respiration Following Lobectomy and Pneumon- 
ectomy. J. Maurath and M. Werber.—p. 496. 

Question of Modification of Sexual Function Following Resection of 
Lumbar Sympathetic Nerve. P. Alnor.—p. 506. 

Fatal Pulmonary Embolisms at Heidelberg Clinics: Investigation of 377 
Cases of the Last 20 Years. K. Spohn.—p. 518. 


Exchange Transfusion in Uremic Conditions.—A method of 
removing metabolic waste products during uremia with the aid 
of healthy kidneys of a second organism by exchange trans- 
fusion is reported. To study the method experimentally Dornes 
and associates induced uremia in dogs either by bilateral ligation 
of the ureters immediately above the bladder or by the com- 
bination of unilateral nephrectomy and ligature of the contra- 
lateral ureter. They first transfused 100 cc. of uremic blood into 
the healthy animal and after a short interval, transferred the 
same amount to the uremic animal. This technique was un- 
satisfactory in that, with successive transfusions, increasing 
amounts of “mixed” blood were exchanged and the desired effect 
was lessened. Later they removed 300 to 500 cc. of blood at 
once and kept it in specially prepared storage containers and 
infused it into the healthy animal after the uremic animal had 
been given a transfusion. Summarizing the results of their ex- 
periments, the authors say that dogs usually die in uremic coma 
from three to four days after they have been subjected to liga- 
tion of both ureters. Exchange transfusions, however, prolonged 
the life of such animals. Neither clinical nor histologic signs of 
damage could be demonstrated in the kidneys of donor animals. 
After removal of one kidney, the other kidney, despite total 
mechanical urinary blockage of three days’ duration, is capable 
of resuming its secretory function and can remove all metabolic 
waste products within 200 hours. As late as 100 hours after the 
ligation of both ureters, surgical recanalization will restore the 
secretory function of the kidneys to such a degree that com- 
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plete detoxication of the organism is accomplished within four 
days. The effect of exchange transfusion as a supportive meas- 
ure is particularly noticeable after the kidney has begun to re- 
sume its function, the nitrogen values in the serum declining 
sharply. Glass prostheses proved valuable for bridging surgi- 
cally induced ureteral stenoses. The authors feel that their results 
justify further experimental and clinical trials with exchange 
transfusions. 


Australian and New Zealand J. Surgery, Sidney 


21:81-160 (Nov.) 1951. Partial Index 


Tumours and Cysts of Mediastinum. Part II. K. Hirschfeld.—p. 81. 

*Osteitis Pubis. H. Mortensen.—p. 103. 

Five Unusual Thoracic Cases. J. S. MacMahon.—p. 110. 

*Mucous Cysts of Fingers. E. S. J. King.—p. 121. 

Laryngeal and Sub-Glottic Tracheal Stenosis, D. G. Carruthers.—p. 130. 

Tendon Repair in Hand—Supplementary Paper. B. K. Rank and A. R. 
Wakefield.—p 135. 

Achalasia of Cardia. H. D’Arcy Sutherland.—p. 140. 

Fractures in Neighbourhood of Shoulder Joint. L. Teece.—p. 145, 

Melano-Carcinoma of Ciliary Body. J. D. Hicks.—p. 153 


Osteitis Pubis.—Osteitis pubis is a process of rarefaction in bone 
that is a complication of operations on the lower urinary tract. 
Prior to 1947 practically all cases occurred following the second 
stage of a suprapubic prostatectomy. Since then many cases 
have occurred following prostatectomy with the retropubic 
approach recommended by Millin. Although Millin himself 
observed only nine cases of osteitis pubis in about 1,100 retro- 
pubic prostatectomies, other urologists observed it in such a 
high percentage of prostatectomies performed by this route 
that they viewed the procedure with concern and some aban- 
doned it. Of the 44 cases of osteitis pubis listed in this report, 
29 or 65% followed retropubic prostatectomy. Symptoms 
usually begin from 14 to 28 days after operation. Pain is the 
chief symptom. It begins in the midline and is associated with 
great tenderness over the symphyseal region. With extension 
of the disease to the rami of the pubes, there is pain in the 
inguinal regions and in the upper medial aspect of the thighs. 
Later the ischia become involved, with pain in the perineum 
and the buttocks. The muscles attached to the affected bones 

ecome spastic. Micturition becomes painful, particularly at the 
end of the act, and because of contraction of the levatores ani 
muscles and the use of the bed pan, defecation also becomes 
painful. The severe pains may persist for weeks or even months. 
After the hyperacute stage, walking or sitting may be painful 
for as long as 12 months. In the milder cases the symptoms 
are less severe and of shorter duration. The earliest radiologic 
sign, a moth-eaten appearance of the pubes adjacent to the 
symphyseal cartilage, is seen about the third weeks after the 
operation. Treatment is of little help. In the cases reported here 
some relief was obtained by chemotherapy in two cases, and 
in one rapid relief followed the use of large doses of vitamin B 
complex. In all other cases the routine measures of chemo- 
therapy, vitamin therapy, radiotherapy, diathermy and radiant 
heat were tried without significant results. The pathogenesis of 
the lesions remains unexplained, but appears to be related to the 
opening of the prevesical space and the bladder in most cases. 


Mucous Cysts of Fingers.—Cysts of the fingers, usually small in 
size and found on the dorsal aspect of the distal part of a digit, 
although not serious, may cause discomfort and are regarded 
as unsightly or interfering. They frequently recur after removal. 
King shows that the following conditions, which are quite dif- 
ferent in their site, course, and mode of development, have been 
grouped together: (1) the mucous cyst of the finger; (2) the 
ganglion, which is a periarticular or peritendenous synovial 
cyst; (3) the periarticular fibrous nodule, which may be cystic. 
Confusion is due partly to lack of appreciation of fundamental 
features of the subcutaneous and periarticular tissues. The 
mucous cyst develops in the subcutaneous tissue by a change 
of the fibrous tissue into mucoid tissue. The material becomes 
more and more fluid until a cyst is formed. There is no evi- 
dence of a communication, in the morphological sense, with 
an adjacent joint or tendon sheath. Reports in the recent litera- 
ture suggest that results of radium or roentgen treatment of the 
mucous cyst may not be as good as was hoped, and simple surgi- 
cal removal of the cyst is likely to be followed by recurrence. 
If, however, the whole area of the skin of the dorsum of that 
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segment of the digit is removed and replaced by new skin, in 
the form of a graft, then recurrence will not take place. Al- 
though a ganglion may be associated with a mucous cyst, the 
ganglion is a much deeper structure, occupies a wider area than 
does the mucous cyst, is usually more proximal in position, and 
is never vesicular in appearance. Periarticular nodules (Heber- 
den’s nodes) are related to a joint and are located in the deeper 
layers of the subcutaneous tissues. They do not usually approach 
the epidermis, and, when they do, they suggest a semisolid 
structure and do not show the vesicular or semitranslucent 
appearance of the mucous cyst. 


Brain, London 
74:377-528 (Dec.) 1951 
Thalamic Activity in Stupor. D. Williams and G. Parsons-Smith.—p. 377. 
Clinical Aspects of Human Cortical Function. M. Reinhold.—p. 399. 
Physiological Effect of Variations in Stimulus Frequency on Motor Cor- 
tex of Monkey. J. Hyde and F. Gellhorn.—p. 432. 
Restoration of Motor Function Following Hemipiegia in Man. T. E. 
Twitchell.—p. 443. 
Segmental Innervation of Muscles of Hand. R. J. Last.—p. 481. 
Classification of Per:pheral Nerve Injuries Producing Loss of Function. 
S. Sunderland.—p. 491. 


Brasil-Médico, Rio de Janeiro 
65:459-482 (Nov. 3 and 10) 1951. Partial Index 


*On the Possible Role of Sensitization by Homologous Tissue Products in 
Rheumatoid Arthritis: Preliminary Note. Pedro Nava.—p. 464. 
Malignant Melanoma of the Choroid. Accacio de Souza Branco.—p. 467. 


Sensitization by Homologous Tissue Products in Rheumatoid 
Arthritis.—A new hypothesis of the pathogenesis of rheumatoid 
arthritis that takes into account the part played by the sensitiza- 
tion and hyper-reaction of the individual to substances in his own 
tissues may offer a better explanation of the appearance and evo- 
lution of this condition than any hitherto given. According to this 
hypothesis, rheumatoid arthritis begins as an infectious arthritis 
caused by a bacterial agent; this agent renders certain substances 
in the affected organism sensitizing; the reaction to these sensi- 
tizing substances gives a distinctive character to the disease, 
which is liberated from its bacterial cause and continues as an 
allergic and anaphylactic reaction; and reinfection, the patient's 
general condition, cold, and trauma continue the reaction to the 
sensitizing substances. If this hypothesis is correct, it is com- 
patible with the bacterial theories, since the sensitization may be 
caused, not by one bacterium alone, but by any one of several. 


British Medical Journal, London 


2:1535-1592 (Dec. 29) 1951 


Thomas Addison and Background to Cortisone. F. G. Young.—p. 1535. 

Plasma Insulin in Human Diabetes Mellitus. J. Bornstein and R. D. 
Lawrence.—p. 1541 

Treatment of Tropical Ulcers. H. D. Obrien.—p. 1544. 

*L-Noradrenaline as a Vasoconstrictor. H. C. Churchill-Davidson.—p. 1551. 

Trichlorethylene Analgesia in Labour: Observations on Its Use in 
Rotunda Hospital. O. Browne, V. McCormick and F,. de Burgh Whyte. 
—p. 1556. 

Congenital Dermal Sinus Associated with Meningitis: Report of Fatal 
Case. B, S. Cardell and B. Laurance.—p. 15538. 

Use of Tantalum Gauze in Repair of Large Gunshot Wound of Chest: 
Report of Case. W. D. Rider.—p. 1561. 

Thrombocytopenic Purpura Complicating Infectious Mononucleosis. R. 
Finlayson.—p. 1563. 

Production of Blocking Anti-D Antibody by Injection of D" Red Cells. 
J. Ruffié and M. Carriére.—p. 1564. 


Arterenol as a Vasoconstrictor.—In studying the physiological 
actions of epinephrine, methedrine, and L-arterenol, it was found 
that the pressor activity of epinephrine and methedrine is mainly 
the result of increased cardiac output, whereas arterenol acts 
by a generalized vasoconstriction that results in increased total 
peripheral resistance. Since arterenol is considered to be the 
physiological transmitter of most adrenergic nerves and respon- 
sible for the control of the blood pressure, it was suggested that 
it is a suitable drug for combatting hypotension due to decreased 
peripheral resistance. Churchill-Davidson administered arterenol 
intravenously to control the blood pressure in 69 patients. Owing 
to its instability it is kept in ampoules in an acid solution such 
as ascorbic or N/10 hydrochloric acid, and is added to isotonic 
sodium chloride solution just before use. The most convenient 
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method of setting up the infusion is to add 4 ml. of 1:1,000 
arterenol (4 mg.) to 1 liter of isotonic sodium chloride solution, 
or 2 ml. of 1:1,000 arterenol to 0.5 liter. This gives a solution 
with a strength of 4 «g per ml. of physiologic solution of sodium 
chloride. The drip rate is then tested to find out how many drops 
falling into the inspection chamber are equivalent to 1 ml. With 
most transfusion apparatus this appears to be between 15 and 
25 drops. The average dose required for a healthy subject weigh- 
ing 70 kg. is 20 «g a minute, but may vary from 5 to 35 ug a 
minute according to the level at which the blood pressure is con- 
trolled. The infusion is started slowly (30 to 40 drops a minute), 
and is increasd gradually at one minute intervals until the opti- 
mum level of blood pressure is obtained. A sensitivity may be 
shown by hypertensive patients, and smal! doses will maintain 
a constant level of pressure. Larger doses than usual are neces- 
sary after using pentamethonium or hexamethonium com- 
pounds. The blood pressure was maintained at the required level 
in every case. The results of this clinical trial indicated that the 
intravenous infusion of arterenol might be of advantage in the 
following conditions: pheochromocytoma; profound hypotension 
following the second stage of thoracolumbar sympathectomy; 
other surgical operations on patients with severe hypertension 
or disease of the coronary arteries; and collapse during spinal 
anesthesia, sudden severe hemorrhage, surgical operations on 
the heart, and following the use of pentamethonium or hexa- 
methonium compounds. 


Canadian Journal of Medical Sciences, Ottawa 
29:263-274 (Dec.) 1951 


“Diagnostic Cultures of Tubercle Bacilli in Modified Dubos’ Medium. 
J. Konowalchuk and G. B. Reed.—p. 263. 


Cultures of Tubercle Bacilli—Comparative cultures from 
sputum in Lowenstein’s solid and Dubos’ fluid mediums indicate 
that growth of tubercle bacilli may be detected much earlier in 
Dubos’ fluid than in any solid medium. Contamination with non- 
acid-fast bacteria, however, is a difficulty with sputum cultures 
in Dubos’ medium. Contamination may be avoided by adding 
1:1,000,000 gentian vioiet to the medium. This dye does not in- 
hibit the growth of tubercle bacilli. Results of cultures can be de- 
termined more easily in solid mediums than in fluid mediums, 
and it is not suggested that fluid rather than solid mediums should 
be used in diagnosis of tuberculosis. On the other hand, use of 
fluid mediums as a supp!ement to cultures on solid mediums may 
be advisable. Since preparation of sputum is the same for inocu- 
lation of fluid and solid mediums, little extra work is involved 
in making solid and fluid cultures at the same time. Tentative 
conclusions may be drawn from microscopic examination of 
fluid medium cultures after 7 to 10 days’ incubation, and con- 
firmatory evidence may be obtained later from solid mediums. 


Journal of Clinical Pathology, London 
4:393-516 (Nov.) 1951 


*Findings from Lingual Scrapings Taken During Treatment with Chlor- 
amphenicol and Aureomycin. W. Tomaszewski.—p. 393. 

Association of Eosinophilic Polyarteritis, Libman-Sacks Endocarditis, and 
Asthma with Diffuse Collagen Disease. M. Gillespie and A. Poteliakhoff, 
—p. 402. 

Symptomatic Haemolytic Anaemia Associated with Ovarian Teratoma in 

a Child. E. C. Allibone and D. H. Collins.—p. 412 

Simple Method for Detecting Streptomycin- Resistant | Tubercle Bacilli. 
P. Wildy.—p. 421. 

Late Mannitol-Fermenting Strain and Rapidly Fermenting Variant of 
Shigella Flexneri Type Z. G. T. Cook.—p. 427. 

Determination of Propyithiouracil in Urine with 2:6-Dichloroquinone- 
Chloroimide. R. A. McAllister.—p. 432. 

Simplified Method for Estimating Carbon Monoxide in Blood with Volu- 
metric Van Slyke Appartus. J. W. Nicholas.—p. 439, 

Reaction of Haemophilic Plasma to Thromboplastin. R. Biggs and R. G. 
Macfarlane.—p. 445, 

Prothrombin Consumption in Haemophiliac Kindred. R. L. MacMillan, 
C. Ezrin and A. Butler.—p. 460. 

Slanted Capillary Method of Rhesus Blood-Grouping. B. Chown and 
M. Lewis.—p. 464. 

Question of Rh Hapten. D. A. Osborn.—p. 470. 

Action of p-Aminosalicylic Acid on Prothrombin Time in Man. A. L., 
Tarnoky and L. Steingold.—p. 478. 


Lingual Scrapings During Antibiotic Treatment.—Previous in- 
vestigation of side-effects of chloramphenicol and aureomycin 
have shown that changes were more frequent in the oral cavity 
than in other parts of the body; they consist of dryness of the 
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mouth, throat manifestations, angular stomatitis, and changes 
in the oral mucous membranes. Striking changes were seen in 
the dorsum of the tongue; the commonest was the disappear- 
ance of the normal whitish coating with atrophy in the fili- 
form papillae, and, in extreme cases, atrophic glossitis with red- 
ness and soreness of the tongue. The present paper describes 
microscopic examinations of lingual scrapings that were made 
before, during, and after treatment with chloramphenicol and 
aureomycin in 126 patients. In the majority of patients these 
antibiotics caused the disappearance of the normal bacterial 
flora and in the remainder the bacteria were diminished. In 
many patients yeast-like fungi (usually Candida albicans) re- 
placed the bacterial flora. The fungi are profuse in hypertrophic 
glossitis, and scanty in the atrophic type. It is suspected that 
an antagonism exists in the oral cavity between bacterial flora 
and fungi. The increased number of leukocytes, which is par- 
ticularly noticeable in atrophic glossitis, is probably a sign of 
inflammatory reaction to the fungal infection. Many patients 
whose tongue had a normal appearance and in whom the bac- 
terial flora was still present had received vitamin B complex 
simultaneously with the antibiotics. In a few cases, however, 
acute oral lesions, resembling those of vitamin B deficiency, 
developed in spite of vitamin treatment. The striking similarity 
of the oral changes associated with antibiotic therapy to those 
of vitamin B deficiency has caused some authors to believe that 
these lesions are signs of vitamin B deficiency, but some factors 
make this doubtful. Récently it has been suggested that aureo- 
mycin and chloramphenicol might exert a blocking action on 
the intracellular metabolism and thus produce changes resem- 
bling those due to vitamin deficiency. At any rate there is evi- 
dence that normal bacterial flora is necessary for the healthy 
structure and function of the mucous membranes. 


Journal Neurol., Neurosurg. & Psychiatry, London 
14:237-346 (Nov.) 1951 


Hereditary Sensory Radicular Neuropathy. D. Denny-Brown.—p. 237. 

Calcification of Corpus Striatum and Dentate Nuciei Occurring in a 
Family. J. Foley.—p. 

Centripetal Pathway from ‘Bladder and Urethra Within Spinal Cord. 
P. W. Nathan and M. C. Smith.-—p. 262. 

Retrograde Axonal Changes of De-Afferentated Nucleus Gracilis Follow- 
ing Mid-Brain Tractotomy. P. Glees, J. Soler and R. A. Bailey.—p. 281. 

Localization of Some Acid Phosphatases in Brain Tissue. D. Naidoo and 
O. E. Pratt.—p. 287. 

Efferent Connexions of Human Pretrontal Region with Reference to 
Fronto-Hypothalamic Pathways. E. Beck, A. Meyer and J. Le Beau. 
—p. 295. 

Anomalous Horizontal Lamination of Nerve rig? ? Supragranular Cor- 
tex of an Idiot Brain. M. C. H. Dodgson.—p. 

*Brain Abscess: Aspiration, Drainage, or Rakion? O. V. Jooma, J. B. 
Pennybacker and G. K. Tutton.—p. 308. 

Diffusion of Substances in Subarachnoid Spaces. G. B. Belloni.—p. 314. 

Perceptual Patterns During Recovery from General Anaesthesia. J. Jaffe 
and M. B. Bender.—p. 316. 

Cessation of Dre + After Brain Injury. M. E. Humphrey and O. L. 
Zangwill.—p. 

Investigation of Diidatile Aspects of Disseminated Sclerosis. R. T. C. 
Pratt.—p. 326. 


Treatment of Brain Abscess.—The records of 295 patients who 
were treated for brain abscess at three centers in Britain were 
reviewed. Of the 177 survivors, 173 have been followed for 
from | to 26 years. Aspiration with or without decompression 
was done in 95 patients, of whom 58 (61%) died. Drainage by 
tube or marsupialization was employed in 89 patients, of whom 
45 (50%) died. Excision with or without previous aspiration 
and/or decompression was carried out in 111 patients, of whom 
15 (13%) died. The mortality rates with the different methods 
are not comparable, for in many of the cases in which excision 
was finally done the abscess had become chronic following re- 
peated aspirations: at the time of the excision an apparent cure 
had already been effected, although papilledema or other signs 
persisted. In addition, many of the patients treated by aspiration 
alone were critically ill, and the aspiration was done when the 
patient was in extremis. The mortality rate without the use of 
penicillin was 53% and with penicillin 27%. The risk of increas- 
ing neurological deficits such as visual field defects was less with 
aspiration than with excision. The recurrence rate after aspira- 
tion or drainage was 8%. After excision there was no recur- 
rence among 96 survivors. Postoperative epilepsy developed in 
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72 of 152 survivors of abscess of the cerebral hemisphere. Of 
these, five (all with abscesses in the frontal lobes) died in status 
epilepticus. In about two-thirds of the patients with postopera- 
tive epilepsy, the first fit occurred within 12 months of opera- 
tion. The authors stress the value of prolonged anticonvulsant 
therapy after operation for brain abscess. The incidence of post- 
operative epilepsy in frontal lobe abscess was considerably 
higher after aspiration or drainage than after excision. The 
results were slightly better with excision, but treatment must 
be determined individually in each case. 


Journal of Pathology and Bacteriology, Edinburgh 
63:557-800 (Oct.) 1951. Partial Index 


Formation of Abnormal Diphtheria Antitoxin in Early Stages of Immu- 
nization. M. Barr.—p. 557. 

Corynebacterial Endocarditis: Report of Case Due to Toxigenic Coryne- 
bacterium Diphtheriae. C. Pike.—p. 577. 

Fatal Case of Giant-Cell or Temporal Arteritis. B. S. Cardell and T. 
Hanley.—p. 587. 

Effect upon Growth of Rous Sarcoma of Diet Deficient in Vitamin E. 
D. B. Cater.—p. 599. 

Experimental Production of Pulmonary Oedema with Ammonium Salts, 
Together with Classification of Lung Oedemas. G. R. Cameron and 
A. H. Sheikh.—p. 609. 

Cardiac Lesions in Rabbits Following Injections of Horse Serum. 
T. Crawford and J. R. Nassim.—p. 619 

Ascaris Larva in Brain in Association with Acute Anterior Poliomyelitis. 
W. Beautyman and A. L. Woolf.—p. 635, 

Incidence and Probable Significance of Pharyngeal Inclusion Bodies, with 
Special Reference to Their Presence in New-Born Infants. G. 
Ludiam.—p. 687. 

Occurrence of Two Distinct Capsular Antigens in H. Influenzae Type 
e Strains. G. M. Williamson and K. Zinnemann.—p. 695. 

Experimental Pulmonary Haemosiderosis. F. R. Magarey.—p. 729, 


Lancet, London 


2:1189-1232 (Dec. 29) 1951 


*Influenza: Study of Four Virus Strains Isolated in 1951. W. Smith, J. C. 
N. Westwood and G. Belyavin.—p. 1189. 

*Treatment of Megaloblastic Anaemias pro Citrovorum Factor. L. S. P. 
Davidson and R. H. Girdwood.—p. 119 

Radiotherapy and Testicular Neopiasms. G. "Betes and R. Gibb.—p. 1195. 

Treatment of Human Ascariasis with Hetrazan: Use of Syrup Containing 
1-Diethylcarbamyl-4-Methyl Piperazine Dihydrogen Citrate (Hetrazan). 
E. H. Loughlin, I. Rappaport, A. A. Joseph and W. G. Mullin. 
—p. 1197. 

Simplified Method of Estimating Formaldehydogenic Corticosteroids in 
Urine. J. Rabinovitch, J. Decombe and A. Freedman.—p. 1. 

Infestation of Human Brain with Coenurus Cerebrailis: Report of Fourth 
Case. B. J. P. Becker and S. Jacobson.—p. 1202. 

Control of Pertussis in Day-Nursery Contacts with Chloramphenicol. 
A. Bogdan.—p. 1204. 


Four New Inffvenza Virus Strains.—Of the four strains of virus 
with which this report is concerned, strains M. W. and HAL 
were obtained from a medical student and a house physician, 
strain N. G. from a patient, and strain Iris from a laboratory 
worker. All patients had typical influenza, with chills, malaise, 
upper respiratory symptoms, and a fever lasting about five days. 
All strains were isolated by amniotic inoculation of developing 
chick embryos. Allantoic adaptation of the strains was initiated 
by inoculation of 0.2 ml. of infected amniotic fluid into the 
allantoic cavities of 10-day embryos and incubation for three 
days at 36 C. Strains HAL and N. G. adapted without difficulty 
and have been maintained by serial passage of allantoic fluids, 
but M. W. and Iris died out on serial allantoic passage. The 
standard reference viruses used were influenza A, PR8; in- 
fluenza A-prime, F. M. 1; and influenza B, Lee. The four new 
virus strains proved to be closely related antigenically to each 
other and to the standard A-prime reference strain F. M. 1. The 
new strains differ from other influenza viruses by their sus- 
ceptibility to a second hemagglutination inhibitor contained in 
normal rabbit serum. This second inhibitor is termed § inhibitor 
to distinguish it from the normal type (a inhibitor) which is 
active against most strains of virus. The two inhibitors show 
qualitative differences in their action against viruses and their 
susceptibility to destruction by receptor-destroying enzymes. 
Two of the new strains are virulent for the chick embryo, caus- 
ing its death after amniotic inoculation. They are also readily 
adaptable to mice. One strain showed evidence of neurotropism. 
In the study of epidemic strains of influenza virus, attention is 
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usually focused upon their antigenic constitution, to the exclu- 
sion of other properties, but this may be misleading. The strains 
isolated during the 1951 epidemic could not be distinguished 
as a group trom the standard A-prime virus strain F. M. | by 
antigenic analyses based upon either the hemagglutination- 
inhibition or complement-fixation techniques. Nevertheless, they 
are as Clearly distinguishable from it as they are from the anti- 
genically dissimilar influenza A, PR8, and influenza B, Lee 
viruses by their reactions with normal rabbit serum inhibitors. 
At present, rapid isolation of influenza viruses in cases occurring 
all over the world, followed immediately by their serological 
typing, is largely relied on for epidemiological information and 
for control measures. The authors suggest that antigenic analyses 
should not be unduly stressed and that other aspects of the 
biologic behavior of freshly isolated strains are equally 
important. 


Citrovorum Factor in Megaloblastic Anemia.—Davidson and 
Girdwood state that in a previous communication they described 
three patients with pernicious anemia treated with single intra- 
muscular injections of a preparation of the growth factor for the 
streptococcus Leuconostoc citrovorum. The relationship of 
citrovorum factor to folinic acid was described. At that time 
they believed that the material used had been prepared from a 
biologic source, but they have since been informed that it had 
been synthesized. They now report that they obtained a good 
clinical and hematological response in six cases of addisonian 
pernicious anemia and two cases of megaloblastic anemia of 
pregnancy with a synthetic citrovorum factor (“leucovorin”) ad- 
ministered by injection and by mouth. The effects produced in 
one case of idiopathic steatorrhea were much less striking. The 
structure of “leucovorin” is said to be 5-formyl-5,6,7,8-tetra- 
hydropteroylglutamic acid. 


Medical Journal of Australia, Sydney 


2:725-760 (Dec. 1) 1951 


Analysis of 150 Cases of Rheumatoid Arthritis. L. J. A. Parr.—p. 725. 

Observations on Use of ACTH and Cortisone in Treatment of Rheu- 
matoid Arthritis. L. Wedlick.—p. 737. 

Physical Therapy in Treatment of Varicose and Other Indolent Leg 
Ulcers. H. Halper and M. Robertson.—p. 741. 

Meig’s Syndrome, with Report of Case in Connexion with Ovarian 
Dermoid Cyst. R. M. Crookston.—p. 743. 


New Zealand Medical Journal, Wellington 
$0:433-536 (Oct.) 1951 


Current Concepts Concerning Hormonal Control of Blood Picture. F. W. 
Gunz.—p. 435. 

Synovial Sarcoma, with Report of Four Cases. N. W. Nisbet.—p. 441. 

Conservative Reconstruction of Tracheal Collapse Following Surgery of 
Thyroid: Report of Case. S. Barclay.—p. 455 

Observations on Occurrence and Clinical Course of Tinea Capitis and 
Corporis in Otago. M. J. Marples.—p. 460. 

Acute Porphyria with Causalgic Features: Report of Case. C. M. Todd 

and D. J. A. Gallagher.—p. 480. 

indiceedienaaion of Scrotum and Penile Skin: Report of Case. F. L. 
Hutter.—p. 485. 

*Clinical Uses of Electroencephalography. D. W. Rowntree.—p. 488. 

Lymphogranuloma Venereum: Report of Case. D. W. A. Rodwell and 
S. Faine.—p. 495. 

Cardiac Arrest and Massage: Report of Case. S. Barclay.—p. 500 

ene Nasi, Adenoma Sebaceum (Rhinophyma). H. P. Pickerill. 

Rs. Par al Haematoma of Rectus Sheath: Report of Two Cases. J. B. 
Lovell-Smith.—p. 506. 


Clinical Uses of Electr hal phy.—Electroencephalog- 
raphy is of value in the diagnosis and localization of space oc- 
cupying brain lesions, in the diagnosis and classification of 
epilepsy, and in the localization and prognosis of head injuries. 
It is of some value in certain organic diseases of the nervous 
system, mainly as an index of cortical involvement, in the diag- 
nosis of mental diseases with an organic basis, in medicolegal 
cases, and in the diagnosis of barbiturate intoxication. It is of 
little value in differential diagnosis of functional nervous and 
mental disorders, does not indicate loss of brain tissue, and is 
not a measure of intelligence. Elect phalography is just 
another laboratory procedure and should be regarded as skepti- 
cally as any other test in which results depend on machine, 
technician, and interpretor. 
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Nordisk Medicin, Stockholm 


46:1739-1778 (Nov. 21) 1951. Partial Index 
*Corticotropin (ACTH) Treatment of Disseminated Sclerosis. T. Fog. 
—p. 1742. 


Tuberculin Tests with Addition of Hyaluronidase. E. Eilertsen.—p. 1748. 

Early Treatment or Prophylaxis in Thromboembolism. L. G. Hallén. 
—p. 1752. 

Action of Salicylates on Circulatory Organs: Two Cases with Acute 
Salicylate Intoxication with Pathologic Electrocardiogram. H. Laake. 
—p. 1756. 


Corticotropin Treatment of Disseminated Sclerosis.—Dissemi- 
nated sclerosis is a mesenchymal disorder in which treatment 
with corticotropin (ACTH) and cortisone is being studied. While 
the action of these substances is on the whole not clear, antibody 
production and histiocytic activity appear to be reduced. Fog 
describes the adrenal reaction to corticotropin and the related 
variations in the clinical course in 20 cases of disseminated 
sclerosis in which treatment was given in the neurological de- 
partment of the Kommunehospital during the past year. In 14 
cases the 17-ketosteroid excretion was measured daily. A marked 
increase in the excretion was accompanied by notable improve- 
ment in all but one case, in which, however, there was undoubted 
improvement. No marked clinical improvement was seen in 
cases with slight steroid reaction. Good initial improvement was 
shown by the 17-ketosteroid excretion in 11 cases and in four 
other cases by other criteria. In three the effect was slight and 
in two uncertain. In 12 cases in which the 17-ketosteroid reaction 
was measured during intermittent treatment, good reaction oc- 
curred in only 4 cases, diminishing reaction in 8. In one case 
use of a different corticotropin preparation led to renewed in- 
crease in 17-ketosteroid excretion. Increase in dosage did not 
increase 17-ketosteroid excretion. The results of the investiga- 
tion support the view that disseminated sclerosis is a mesenchy- 
mal disorder in the sense that the changes in the nervous 
parenchyma are secondary to an abnormality in the function 
of the interstitial tissue. 


Proceedings of Royal Society of Medicine, London 


44:983-1068 (Dec.) 1951. Partial Index 


Benign Strictures of Extrahepatic Bile Ducts. H. K. Gray.—p. 1005. 

Anatomy of Eighth Cranial Nerve in Man. C. C. D. Shute.—p. 1013. 

Mechanism of Swallowing. G. M. Ardran and F. H. Kemp.—p. 1038. 

Propagation of Strains of Foot-and-Mouth Disease Virus in Unweaned 
White Mice. H. H. Skinner.—p. 1041, 


Riforma Medica, Naples 
65:1213-1240 (Nov. 10) 1951 


Genesis of Remissions in Malaria Infections. M. Ascoli and G. D’Ales- 
sandro.—p. 1213. 

*Hepatitis with Jaundice in Patients with Pulmonary Tuberculosis: Con- 
siderations. E. Tagliaferro.—p. 1218. 

Effect of Thiosemicarbazone in Treatment of Specific Serositides. C. Gi- 
ova—p. 1226. 


Viral Hepatitis with Jaundice in Tuberculous Patients.—Hepa- 
titis with jaundice was observed in 24 hospitalized patients who 
had pulmonary tuberculosis of varying duration and form and 
in different stages of treatment. Severe pains in the joints and 
extremities preceded the onset of the disease. Clinical character- 
istics were hepatocellular jaundice, slight fever, enlargement of 
the liver and spleen, lymphomonocytosis, and leukopenia. Acho- 
lia was never complete. A differential diagnosis between tuber- 
culous hepatitis with jaundice, hepatocholangeitis, and entero- 
hepatitis was difficult. The disease, however, occurred in four or 
more patients within the same period. A diagnosis of post- 
transfusion hepatitis was considered, but during the time in which 
the disease developed in three of the author's patients, the 
author himself fell ill. His illness was characterized by the same 
symptoms and followed the same course. Diagnosis was made of 
benign epidemic hepatitis due to a virus that causes a lesion in 
the liver mesenchyma and leads to jaundice when an hepato- 
tropic enterogenous toxic action is present. The disease, that 
may have been transmitted by direct contact, parenterally, or 
through the gastrointestinal tract, appeared and regressed spon- 
taneously, lasting for from three to seven weeks. In all patients 
and in the author the severe arthritic pains that had not re- 
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sponded to any treatment regressed when jaundice appeared. 
According to the author, in the presence of icterus there are 
tissue chemical modifications that have a beneficial effect on 
these pains. The functional relationship between the liver, the 
hypophysis, and the adrenals is discussed. 


Schweizerische medizinische Wochenschrift, Basel 
81:1233-1264 (Dec. 15) 1951. Partial Index 


Problem of Treatment of Acute Leukemias. A. Alder.—p. 1233. 

Effect of Vitamin By (Pyridoxine) and of Pteroyiglutamic (Folic) Acid on 
Neutropenia Due to Poisoning by Benzene. H. Dubois-Ferriére. 
—p. 1235. 

Early Results of Treatment with Isotopes in Patients with Diseases of 
the Blood. H. R. Renfer, C. Maier and J. H. Miiller.—p. 1237. 

*Studies on “Constitutional Thrombopathy” of v.Willebrand-Jiirgens Type 

in Inhabitants of Aland Islands. R. Jiirgens and H. Forsius.—p. 1248. 


Constitutional Thrombopathy.—In 1932 constitutional throm- 
bopathy was reported in relatives with a hereditary hemor- 
rhagic diathesis among the inhabitants of the Aland islands near 
the Finnish coast in the Baltic sea. The continuance of this con- 
stitutional thrombopathy in five related families has been es- 
tablished by studies in 1949 and 1950. Of 200 family members 
examined, 26 were bleeders, with hemorrhages of the skin and 
the mucous membranes, muscle hematoma, and hemorrhages of 
genitalia, joints, retina and conjunctiva. The bleeding time was 
prolonged, occasionally up to 58 minutes; such vascular signs 
as the pinching phenomenon, Rumpel-Leede phenomenon, and 
capillary resistance tests were positive; counts of thrombocytes 
and megakariocytes were normal, but the thrombocytes were 
morphologically abnormal. Results of Quick’s prothrombin con- 
sumption test were positive in several cases. The recalcification 
time was partly delayed, particularly in thrombocyte-free plasma 
of normal persons or in the plasma of the patients to which 
thrombocytes with defective agglutination obtained from the pa- 
tients had been added. Thrombelastograms according to Har- 
tert’s technique revealed considerably reduced thrombus elas- 
ticity, delayed thrombus formation time, and somewhat pro- 
longed coagulation time. The pathogenesis of hemorrhages in 
patients with constitutional thrombopathy depends not only on 
vascular changes demonstrated by the positive vascular signs but 
also on the defective agglutination of the thrombocytes and on 
the resulting disturbances of coagulation in its first phase, when 
the thromboplastin is activated. 


Semaine des Hépitaux de Paris 
27:3817-3878 (Dec. 26) 1951. Partial Index 


Roenigentherapeutic Changes of Mammary Epitheliomas in Women: 
Histopathological Study. R. Huguenin and R. Gérard-Marchant. 
—p. 3817. 

Clinical, Biological and Anatomic Study of a Case of Cushing's Syn- 
drome. L. Justin-Besangon, H. P. Klotz, Contamin and J. Villiaumey. 
—p. 3825. 

*Angiopneumographic Study of 60 Cases of Bronchial Cancer: Diagnosis 
and Operability. A. G. Weiss and J. Witz.—p. 3834. 


Angiopneumographic Study of Bronchial Cancer.—Angiopneu- 
mograms were made for 60 patients with bronchial carcinoma. 
Although alterations such as distortion, stenosis, and finally com- 
plete obstruction of the pulmonary arteries and their branches 
can be demonstrated by this method, these changes alone do 
not differentiate malignant from nonmalignant tumors. Conse- 
quentially for early diagnosis of bronchial cancer, bronchoscopy 
combined with aspiration biopsy may be preferred to angio- 
pneumography. By demonstrating signs of inoperability of vas- 
cular origin, angiopneumography, however, is of greatest value 
in the planning and conduct of operation. This method makes it 
possible to evaluate the involvement of the vena cava superior 
and the extent of the invasion of the mediastinum by the tumor. 
The lesions of the vena cava superior are of particular sig- 
nificance for cancer of the right lung, and this lung was involved 
most frequently in the authors’ cases. Angiopneumography also 
makes it possible to establish whether complete obstruction of 
the pulmonary artery by the tumor was limited to the lobe con- 
taining the tumor, or whether the tumor has caused alterations 
of other branches or of the main trunk. By determining the site 
of complete obstruction of the main trunk in relation to the hilus 
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and to the bifurcation of the pulmonary artery, the surgeon may 
be able to evaluate the chances for ligating the pulmonary ar- 
teries in the course of pneumonectomy. In inoperable cases the 
patients may thus be spared the risk of exploratory thoracotomy. 


Wiener klinische Wochenschrift, Vienna 
63:935-950 (Dec. 14) 1951. Partial Index 


*Problem of Potassium Intoxication Due to Increased Serum Potassium 
Concentration Resulting from Transfusion of Preserved Blood. R. Kiihl- 
mayer.—p. 937. 

*Clinical Experiences with Vitamin B,. Therapy. E. E. Reimer.—p. 941. 


Potassium Intoxication from Transfusion of Preserved Blood. 
—The potassium content of 20 samples of preserved blood was 
determined at two or three day intervals for three weeks after 
the withdrawal of blood. Results confirmed the observations by 
other investigators that the amount of potassium in the plasma 
increased considerably during the storage of blood outside the 
organism because of the passage of potassium from the erythro- 
cytes into the plasma. This passage of potassium cannot be pre- 
vented by any of the methods of blood preservation. Pares- 
thesias, flaccid paralysis of the extremities, and paresis of re- 
spiratory muscles are the characteristic symptoms of potassium 
intoxication that may appear with a potassium plasma ievel of 
30% to 35% mg. Usually there is little risk of potassium in- 
toxication in administering stored blood, since 78% of the ad- 
ministered potassium is taken up. The risk of potassium intoxi- 
cation, however, becomes greater when the rate of blood infusion 
is increased to more than 350 cc. per minute and the total 
amount administered exceeds 500 to 600 cc. Administration of 
preserved blood with increased potassium concentration to 
patients with disturbances of metabolism and with tissues com- 
pletely saturated with potassium may also increase the risk 
of potassium intoxication because the ion concentrates only 
within the plasma compartment. But in both these situations 
potassium intoxication may be prevented by administration of 
calcium. 


Clinical Use of Vitamin B,..—Based on treatment of more than 
100 patients with pernicious anemia with vitamin B.», a dose of 
120 to 180 wg depending on the severity of the anemia and the 
associated neurological symptoms, may be required for recom- 
pensation. Several daily doses of 30 wg seem to exert a better 
antianemic effect than one massive dose. In 30 patients sub- 
jected to continued treatment, a monthly maintenance dose of 
40 ug (in divided doses of 20 ug every two weeks) was required to 
obtain erythrocyte counts of 4,000,000. These patients had been 
treated previously for years with various liver preparations, and 
their average erythrocyte count varied from 3,500,000 to 3,800,- 
000. Several of these patients were treated with vitamin B.. for 
more than two years without requiring increasing doses, while 
increasing doses of folic acid were required for maintenance. 
The subjective well-being of all the patients was pronounced, 
and increases in weight and in mental alertness were observed 
frequently. Larger maintenance doses up to two times the usual 
dose are indicated in elderly patients with hypoproteinemia or 
neurological manifestations. Fifteen patients with pernicious 
anemia of more than three years’ duration whose blood values 
decreased markedly following discontinuation of the liver main- 
tenance dose were subjected to a therapeutic trial with orally 
administered tablets containing 5 “g of vitamin Bw, 1 mg. of 
folic acid, and 0.25 gm. of extract of stomach mucous mem- 
brane. Four tablets were given daily for four months. Although 
this follow-up is too short for definite evaluation of the main- 
tenance therapy, three to four tablets stabilized the blood values 
and increased the red blood cell count to 4,000,000, which had 
never been reached previously. The subjective well-being of the 
patients was remarkabie, and neurological manifestations did 
not occur. Fairly normal conditions of absorption are indis- 
pensable for oral treatment with vitamin Bw. Parenteral admin- 
istration of vitamin B.. is recommended in patients with inter- 
current infections, hypoproteinemia, severe diarrhea, and neuro- 
logical manifestations. In 10 patients with decompensated 
pernicious anemia and associated mild to severe herpes zoster, 
highly satisfactory results with disappearance of the cutaneous 
manifestations and the neuritic complaints were obtained with 
four or five massive doses of from 30 to 60 ug of vitamin Bu. 
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BOOK REVIEWS 


The Pathogenesis of Tuberculosis. By Arnold R. Rich, M.D., Baxley 
Professor of Pathology, Johns Hopkins University School of Medicine, 
Baltimore. Second edition. Cloth. $15. Pp. 1028, with 93 illustrations. 
Charles C Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Il; 
Blackwell Scientific Publications, Ltd., 49 Broad St., Oxford, England; 
Ryerson Press, 299 Queen St., W., Toronto 2B, 1951. 


The generous appreciation accorded the first edition and the 
Spanish translation of Rich’s text, “The Pathogenesis of Tuber- 
culosis,” has justly prompted the revision for a second edition. 
The author is qualified owing to his personal studies and his 
ability as a teacher to present this distinctive volume. Attesting 
the high quality and accuracy of evaluation and interpretation 
of this subject by the author is the factual retention of the major 
basis of the subject matter elaborated mainly by recent acquisi- 
tions of knowledge. The entire book was reread in a search for 
any areas in which new information warranted amplification or 
modification of the views expressed, and new material containing 
the essence of 74 additional references was inserted. The ease 
of finding each specific section and the many cross references to 
the subject matter and illustrations have been improved by the 
insertion of the pertinent page numbers in each instance. Aside 
from providing a sound background for practical application, 
a survey to determine the actual limits of the existing knowledge 
serves to bring into focus the problems that require further in- 
vestigation. Prior to this text, no unified modern critical survey 
existed concerning present knowledge of the fundamental prin- 
ciples of tuberculosis and the factors that influence the disease. 
This book attempts to present, in a clear and orderly manner, 
the basic factors and principles that influence the occurrence of 
tuberculous infection or determine its progression or arrest. It 
also carefully examines the evidence relating to those matters, 
and, from that analysis, attempts to define the present limits of 
our knowledge regarding the influence of each of those factors 
upon the pathogenesis of the disease. Since the aim of this book 
is to define the limits of present knowledge, the writer has pro- 
vided the reader with published evidence pertaining to every 
statement of importance that the book contains. The chapters 
cover the relation of the chemical constituents of the tubercle 
bacillus to pathogenesis, the different types of tubercle bacilli, 
the variations in form and potentialities of the tubercle bacilli, 
the nature and effects of virulence, native resistance (species and 
racial, individual, heredity, and influence of sex and age), the 
mechanism of native resistance and of native local tissue re- 
sistance, hypersensitivity, desensitization, acquired resistance 
(among them, mechanism and the role of antibodies), factors 
that influence resistance, influence of number of bacilli, factors 
responsible for characteristics of lesions and symptoms, ex- 
ogenous or endogenous reinfection, application of principles of 
pathogenesis, and the decline in mortality from tuberculosis and 
the outlook for the future. 

The volume supplies an exhaustive and elucidating revelation 
of the intricacies of tuberculosis applicable to scientific and 
practical interpretations by a capable author. It should be read 
by all students of medicine as an interpretation of one of the 
most important diseases. 


The Medical Annual: A Year Book of Treatment and Practitioners’ 
Index. Sixty-ninth year, 1951. Editors: Sir Henry Tidy, K.B.B., M.A., 
M.D., and A. Rendle Short, M.D., B.S., B.Sc. Cloth. $7. Pp. 420, with 
illustrations. Williams & Wilkins Company, Mount Royal and Guilford 
Aves., Baltimore 2; John Wright & Sons, Ltd., 42-44, Triangle West, 
Bristol 8, England, 1951. 


Fach year this review of medicine and surgery presents the 
opinions of leading British authorities on recent advances in 
therapy that have been reported since publication of the previous 
year’s edition. This edition has 44 contributors, including ex- 
perts in all of the specialties. The arrangement is the same as 
that of previous issues: an introduction by the editors, with 


The reviews here published have been prepared by competent authorities 
and do not represent the opinions of any official bodies unless specifically 
stated, 


sketches of the principal advances made; a detailed review of 
the year’s work, alphabetically arranged according to subject, 
with pertinent references; a practitioners’ index to recently avail- 
able pharmaceutical preparations, dietary supplements, and vari- 
ous appliances; a list of English and American medical books 
published during the year; a general index, with the most impor- 
tant subjects indicated in bold type. Despite its primary emphasis 
on treatment, the book includes new information on epidemiol- 
ogy, diagnosis, and other topics of significance to medicine. The 
editors’ introduction includes a comment upon legal decisions 
rendered under the British National Health Service Act. The 
review section contains an article explaining the origin and func- 
tions of the World Health Organization. Therapeutic agents are 
critically considered, although some of the contributors have re- 
served their opinions on certain newer drugs developed in the 
United States, pending their introduction and use in the United 
Kingdom. Not all American observers will agree that antibiotics 
other than penicillin may be preferred for the treatment of acute 
gonorrhea, or that penicillin has no advantage over silver nitrate 
in the prevention of ophthalmia neonatorum. 

As in preceding issues, the critically presented information in 
the review is marred by the inclusion of manufacturers’ adver- 
tising of pharmaceutical products. In one instance, the manu- 
facturer of a preparation of alpha tocopherol is permitted, as 
he was in the 1950 edition, to make reference to an article in this 
edition that is justly critical of claims for the use of vitamin E 
therapy in heart disease. In addition to the general index, the 
book includes a classified index of advertisements, an index of 
advertisers, and an index of books advertised in the publication. 
The book will be useful chiefly to British general practitioners 
who desire a convenient reference to recent developments in 
therapy. In view of its strictly British origin and point of view, 
it is not likely to appeal to American physicians. 


La talassemia (morbo di Cooley e forme affini). Di G. Astaldi, P. Tolen- 
tino e C. Sacchetti. Prefazione di P. Introzzi e G. de Toni. XII, Biblioteca 
Haematologica fondata da A. Ferrata. 2,500 lire. Pp. 229, with illustra- 
tions. Pavia: Tipografia del Libro, 1951. 


This monograph is one of a series entitled Biblioteca Haema- 
tologica founded by Adolfo Ferrata, who was considered to be 
the leader in Italy in the field of morphological hematology. 
The authors recognize three types of thalassemia. Thalassemia 
minor and thalassemia minima are the less severe types and 
occur in adults who have had only one parent who carried the 
gene for the anomaly. These two types are not fatal, although 
the characteristic pathological and clinical features seen in the 
major type (Cooley’s anemia) are present in a modified form. 
Thalassemia major is the fatal form of the disease that may 
develop in a child when both of its parents carry the proper gene. 

Photographs of adults with the minima type and of children 
with the major type, and roentgenograms showing the charac- 
teristic bony perpendicular striations of the skull and the extreme 
osteoporosis of long bones and vertebrae of thalassemia major 
are included. There are also microphotographs of blood cells 
and cells from marrow aspirations. Myelograms are presented 
for the three types of thalassemia. One table compares myelo- 
grams of the three types with those of normal adults and normal 
children. The monograph contains many tables and graphs, in- 
cluding those giving comparisons of the variability of erythro- 
cyte diameters and of cytoplasmic-nuclear ratios with normal 
variability, a mitotic index and karyokinetic histiogram, and one 
showing the asynchronism of development of the cytoplasm and 
nuclei of erythroblasts. Several chapters are devoted to the 
clinical pictures, diagnosis, and prognosis of the various forms 
of the disease and the therapy for them and differential diag- 
nosis between them. In the chapter on therapy it is stated that 
there is no effective treatment, although splenectomy has been 
of temporary benefit in some cases. The second part of the 
monograph deals with the physiopathology of erythropoiesis 
in thalassemia. It is illustrated with many graphs, and has in- 
formation on bone marrow activity, proliferation and differ- 
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entiation of erythroblasts, influence of plasma factors on pro- 
liferation and differentiation, erythropoiesis compared with de- 
struction of erythrocytes, and the influence of the spleen. 

The essential results of this investigation are described in a 
well-written 12-page English summary. This is followed by a 
very extensive bibliography of the international literature on 
the subject. This is one of the most extensive and detailed studies 
of this condition that has been made. Anyone intcrested in the 
disease should not fail to consult this volume, even though he 
cannot read the Italian language. 


Diagnosis and Treatment of Menstrual Disorders and Sterility. By 
Charles Mazer, M.D., F.A.C.S., Consulting Gynecologist, Mount Sinai 
Hospital, Philadelphia, and S. Leon Israel, M.D., F.A.C.S., Assistant Pro- 
fessor of Gynecology and Obstetrics, Graduate School of Medicine, Uni- 
versity of Pennsylvania, Philadelphia. Third edition. Cloth. $10. Pp. 583, 
with 137 illustrations. Paul B. Hoeber, Inc. (medical book department of 
Harper & Brothers), 49 E. 33rd St., New York 16, 1951. 


In this edition the authors add an explanation of the menstrual 
toxin theory, new data about carcinoma of the cervix, and dis- 
cussions on the present concept of the genesis of the menopausal 
syndrome, the medical treatment of endometriosis, and the cur- 
rent concept of the role the luteotropic hormone plays in the 
physiology of menstruation. The authors believe that there is 
not sufficient proof to support the generally accepted opinion that 
dysmenorrhea occurs only in women who ovulate. In fact, they 
believe that contrary evidence exists. Diethylstilbestrol is com- 
monly used to prevent dysmenorrhea, but only 4 of the authors’ 
29 patients who had dysmenorrhea were permanently benefited 
by this hormone therapy. 

The section on premenstrual tension is excellent, but the rea- 
son for mentioning such a radical procedure as irradiation of the 
pituitary gland and the ovaries for treating a relatively simple 
complaint that can easily be overcome by treatment with am- 
monium chloride or small doses of androgen is not clear. The 
authors have been enthusiastic about low dose irradiation of 
the pituitary gland and ovaries of women who are amenorrheic 
and sterile. They report that 473 patients were treated in this 
manner. A follow-up revealed that 64% of the women who com- 
plained of secondary amenorrhea had normal menstrual periods 
after treatment. On the otiier hand, only 2 of the 22 patients with 
primary amenorrhea responded to low dosage irradiation ther- 
apy. In regard to increasing the possibility of conception, the 
authors favor precoital alkaline douching during the fertile phase 
of the menstrual cycle because they believe it increases the num- 
ber and vitality of the spermatozoa that reach the cervical canal 
and the uterine cavity. They also believe that equine gonado- 
tropin is useful in cases of sterility due to absence of ovulation. 
They observed 17 pregnancies in 45 women in whom they used 
this treatment when absence of ovulation was the major cause of 
barrenness. In addition, pregnancy occurred in 16 of 40 women 
whom they had treated with combined chorionic gonadotropin 
and anterior pituitary extract. 

This book reflects the considerable experience that both au- 
thors have had in treating menstrual disorders and sterility. The 
data are well presented in a clear, lucid style. There is a well- 
selected list of references at the end of each chapter, and there 
is an appendix that lists the commercially available endocrine 
products. There are many instructive illustrations throughout 
the text. This edition will undoubtedly prove to be as popular 
and helpful as the previous editions. 


Endocrine Diagnosis. By H. Ucko, M.D. Cloth. $8.50. Pp. 513, with 84 
illustrations. Staples Press, Ltd., 70 E. 45th St., New York 17; Staples 
House, 83 Great Titchfield St., London, W.1, 1951. 


In the last few years, a number of excellent books on clinical 
endocrinology have been published. Dr. Ucko’s volume, how- 
ever, is distinctive and offers certain advantages that are not 
offered by most of the other books. It deals mainly with the 
differential diagnosis of endocrine signs and symptoms and the 
diagnosis of endocrine diseases. In the section on the differential 
diagnosis of endocrine signs and symptoms, there are instructions 
for taking an adequate history, especially with reference to en- 
docrine disorders; this is systematically discussed and is most 
complete in its scope. These discussions contain not only de- 
scriptions of the various pathological changes, but also include 
the physiological relationships and mechanisms involved in the 
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production of these signs and symptoms. In addition, there is a 
liberal supply of photographs illustrating the more important 
features and various tables on growth, weight, and physical 
measurements. Roentgenograms and diagnostic charts enhance 
the value of the book. The experimental work leading to the 
knowledge of the clinical conditions is discussed in considerable 
detail, with appropriate references to articles on which the in- 
formation is based. These references are not too encyclopedic 
and, thus, are not confusing. A similar system is used in discus- 
sions of the clinical findings. 

Section 2, which describes the diseases of the endocrine 
glands, contains complete information that is only obtainable 
by extensive examination of the literature. In the various dis- 
eases discussed in this section, the following system of presen- 
tation is used: (1) symptomatology, (2) diagnosis, (3) laboratory 
aid to diagnosis, and occasionally, (4) additional laboratory 
findings, as well as (5) special diagnostic tests. Each disease is 
discussed from the standpoint of the physiological processes 
underlying the disorder, so that the reader can obtain a working 
basis for understanding the mechanisms involved. The author is 
a physician with much experience in the practice of endocrin- 
ology, and he understands the various problems that arise. This 
gives the book a different perspective than those written by men 
who have been preeminent in endocrine research but whose con- 
tact with clinical endocrinology has been either through experi- 
mentation or through clinical consultations. Since the volume 
was written by one author, the pitfalls of reduplication of ma- 
terial have been avoided. This volume-should be useful to the 
medical practitioner and specialist in endocrinology. 


Vorlesungen iiber die Tuberkulose des Kindes und Jugendlichen. Von 
Professor Dr. med. Werner Catel. Cloth. $3.80; 16 marks. Pp. 207, with 
70 illustrations. Georg Thieme, Diemershaldenstrasse 47, (14a) Stuttgart O, 
1950. 


This text presents briefly to students and physicians an overall 
picture of childhood and juvenile tuberculosis in consideration 
of recent advances from the standpoint of immunobiologic and 
therapeutic fields. The 15 chapters cover many aspects of the 
subject, including a consideration of the tubercle bacillus and 
infection, tuberculin and the testing of hypersensitiveness, im- 
munobiologic evaluation, tuberculosis and the nervous system, 
climatic factors and the irritability of the nervous system, dif- 
ferential roentgen pulmonary findings, stage classification of 
tuberculosis, forms of generalization, the tertiary (phthisic) stage, 
the tuberculous child (general symptomatology), prophylaxis, 
therapy (general, medicaments), surgical and orthopedic treat- 
ment, and special handling of various forms of tuberculosis. 

The volume is printed in German and presented on high grade 
paper, with good halftone illustrations. It will appeal to physi- 
cians and students interested in a text on tuberculosis in children 
and able to read German. The book is well prepared and is pre- 
sented by a capable teacher and author. 


Fortschritte der Tuberkuloseforschung. IV. Redigiert von H. Birkhauser 
und H. Bloch. Mitarbeitter: F. Bernheim et al. [In German, English and 
French.] Sonderausgabe von Fasc. 5 der Bibliotheca tuberculosea. Supple- 
menta ad Schweizerische Zeitschrift fiir Tuberkulose. Cloth. 43.70 Swiss 
francs. Pp. 308, with illustrations. S. Karger, Holbeinstrasse 22, Basel; 
215 Fourth Ave., New York 3, 1951. 


This is a compilation of eight subjects written by highly 
qualified authors and printed in English and French. It is in 
monograph form and discusses the modern conceptions of spe- 
cialized subjects in tuberculosis. These include metabolism of 
mycobacteria, enzymology of the genus Mycobacterium, elec- 
tron-microscopic studies of cellular morphology of tubercle 
bacilli, pathogenic and allergic effects of dead tuberculous bacilli 
in liquid petrolatum, bacteriological and immunologic aspects 
of BCG vaccination, pathogenesis of postprimary tuberculosis 
in relation to chronic pulmonary tuberculosis (phthisis), in vitro 
effect of tuberculin on cells, and new approaches to the study of 
experimental infection. Most of the monographs contain suitable 
summaries and/or conclusions common to scientific periodicals. 

For those interested in scientific aspects of tuberculosis and 
tubercle bacilli, this volume will prove valuable for bringing the 
subjects up-to-date. Since it has been printed mostly in English, 
it will appeal to Americans and English speaking scientists and 
physicians. It is presented in good form and has durable binding 
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and paper. With the previous three volumes, it is a valuable 
adjunct to scientific knowledge of tuberculosis. Originally it 
appeared as a supplement to the Swiss Zeitschrift fiir Tuber- 
kulose. 


Incontinence in Old People. By John C. Brocklehurst, M.D., Major 
R.A.M.C. With foreword by Stanley Alstead, M.D., F.R.C.P., Regius 
Professor of Materia Medica and Therapeutics, University of Glasgow, 
Glasgow. Cloth. $6.50. Pp. 191, with 62 illustrations. Williams & Wilkins 
Company, Mount Royal and Guilford Aves., Baltimore 2; E. & S. Living- 
stone, 16 and 17 Teviot Place, Edinburgh 1, 1951. 


Dr. Brocklehurst has presented his experiences with, and his 
conclusive studies of incontinence in old persons. His book is 
divided into three sections. He gives a studious review of the 
normal anatomy and physiology of micturition in the first sec- 
tion. A review of the previous literature is included. The second 
section of the book is devoted to the etiology of neurogenic blad- 
ders. The third section describes their care. Uninhibited bladders 
were found to be present in every patient who was incontinent. 
The loss of upper motor neuron control allows ineffectual con- 
traction of the detrusor muscle to incompletely empty the blad- 
der. Most of these persons were able to compensate, until they 
became bedfast. 

The practical value of this entire work lies in the author's 
description of the ultimate in the care of the incontinent patients. 
The progressive steps in the development of his method are enter- 
tainingly presented. He has caused orderly, hygienic care to re- 
place the chaotic, miserable existence of both patients and 
attendants. The last section of the book is an excellent source of 
information and instruction for the attendants of the patients. 
The attendants will have little enthusiasm for the didactic exposé 
of the first sections. 

An adequate bibliography is presented. The text is profusely 
augmented with illustrations. This book has a limited field of 
usefulness, but it is recommended for the libraries of institutions 
and attendants who must cope with incontinent old persons. 


Phase Microscopy: Principles and Applications. By Alva H. Bennett, 
Helen Jupnik, Harold Osterberg and Oscar W. Richards. Cloth. $7.50. Pp. 
320, with illustrations. John Wiley & Sons, Inc., 440 Fourth Ave., New 
York 16; Chapman & Hall, Ltd., 37-39 Essex St., Strand, London, W.C.2, 
1951. 


This book is the work of four scientists who specialize in dif- 
ferent aspects of phase microscopy. In it they discuss advances 
that various investigators have made since the application, in 
1935, of the phase contrast method to microscopy. The volume 
is divided into seven chapters, which include a brief introduction 
and discussions on elementary and advanced theory of phase 
microscopy, instrumentation, techniques, and applications in bi- 
ology, medicine, and industry. The diagrams and illustrations are 
helpful both in the discussion of theory and in showing the ad- 
vantages of the phase microscope. The book would be of interest 
to anyone working in a branch of medical research that requires 
the use of a microscope, since it includes much investigative 
material that may suggest useful application to similar problems. 
A bibliography and an author-subject index are included in the 
volume. 


The Approach to Cardiology. By Crighton Bramwell, M.A., M.D., 
F.R.C.P., Professor of Cardiology in the University of Manchester, Man- 
chester, England. With foreword by A. V. Hill, C.H., O.B.E., Sc.D., 
Foulerton Research Professor of Royal Society. Oxford Medical Publica- 
tions. Cloth. $3.75. Pp. 122, with 66 illustrations. Oxford University Press, 
114 Fifth Ave., New York 11; Amen House, Warwick Sq., London, 
E.C.4, 1951. 


This book is written primarily for the medical student who 
has just completed his basic medical education and is about to 
apply what he has learned to the patient in the hospital or clinic. 
It is a fortunate student who, at this stage of his medical educa- 
tion, has a teacher of such rare understanding and sympathy 
as Dr. Bramwell to guide him. Dr. Bramwell, with an excellent 
background in physiology and medicine, has, since 1943, given 
lectures to the senior medical students at Manchester Medical 
School in England on the subject matter now presented in book 
form. The medical student is shown clearly the relationship 
between hemodynamics as learned in the laboratory and clinical 
cardiology as seen in the patient. Although neither a manual nor 
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a textbook of cardiology, this small volume manages to include 
within its covers a considerable amount of useful information. 
It has excellent chapters on cardiac enlargement, valvular lesions, 
the pulse, cardiac arrhythmias, heart failure, and the etiology 
of heart disease. Many well-chosen illustrations are placed con- 
veniently throughout the text. The author has consistently ad- 
hered to his original purpose, as expressed in the preface, “to 
illustrate some of the fundamental general principles of cardi- 
ology in relation to the preclinical sciences.” Although written 
for the undergraduate medical student, the busy practicing phy- 
sician will find this book on cardiology helpful in his constant 
struggle to keep up with advances in basic medical science. For 
the heart specialist, however, this book is too elementary. 


Surgical Treatment of the Motor-Skeletal System. Supervising editor: 
Frederic W. Bancroft, A.B., M.D., F.A.C.S., Professor of Clinical Sur- 
gery, New York Medical College, New York. Associate editor: Henry C. 
Marble, A.B., M.D., F.A.C.S., Consultant, Massachusetts General Hos- 
pital, Boston. Part One: Deformities, Paralytic Disorders, Muscles, Ten- 
dons, Bursae, New Growths, Diseases of Bone and Joints, Amputations. 
Part Two: Fractures, Dislocations, Sprains, Muscle and Tendon Injuries, 
Birth Injuries. Second edition. Cloth. $24, per set. Pp. 636, with 520 
illustrations; 639-1303, with 532 illustrations. J. B. Lippincott Company, 
227-231 S. Sixth St., Philadelphia 5; Aldine House, 10-13 Bedford St., 
London, W.C.2: 2083 Guy St., Montreal, 1951. 


This edition of this two-volume work in what is commonly 
considered to be orthopedic surgery presents an extensive review 
of the subject. The editors did not intend to confine the material 
to a specialty field but intended rather to present, broadly, mani- 
festations of disease, deformity, and disorders of the musculo- 
skeletal system. To this end they have incorporated a recogni- 
tion that certain fundamental principles govern all surgery and 
belong in every textbook of surgery. Thus, an up-to-date chapter 
on physiology of bone repair has been added. On the other hand, 
the chapter on military surgery has been deleted, which may be 
over-optimistic on the part of the authors. There is an excellent 
discussion of shock, beginning on page 711, but, as may happen 
with multiple contributors, discrepancies occur in this section. 
On page 714 one is advised to protect against chilling of the 
patient in shock, and on page 535 the active use of heat is ad- 
vocated; these are not the same methods of treatment. 

The volumes are divided into general sections. The first vol- 
ume deals with soft tissue disease and deformities. The second 
volume covers mainly the effects of trauma on the motor-skele- 
tal system. The subject matter is presented authoritatively and 
in sufficient detail to serve as reference and guide material. The 
appended bibliographies show a tendency toward aging and 
should be brought up-to-date. A large number of excellent illus- 
trations is included. The book is of importance to orthopedic and 
general surgeons, and to the general practitioner who will find 
in it much valuable information on which he can rely. 


Les bruits du ceeur et des vaisseaux. Par A. Calo. Paper. 2600 francs. 
Pp. 555, with 229 illustrations. Masson & Cie, 120 Blvd. Saint-Germain, 
Paris, 6°, 1950. 


This reference volume and text is obviously a labor of love. 
The heart sounds are discussed in detail from the point of view 
of their discovery and appreciation as well as from the physio- 
logical and clinical aspects. Methods of auscultation and phono- 
cardiography are adequately described. The physics of sound is 
reviewed, and the special conditions obtaining in the chest are 
discussed. The normal sounds of the heart cycle are discussed in 
some detail, and various procedures for eliciting heart sounds, 
covering all surfaces of the body, with exploration of the esoph- 
agus and of the heart, are described. Notes on the interpretation 
of the objective findings of phonocardiography are included. The 
normal heart sounds are treated as a group, with special chapters 
devoted to each of the three physiological sounds and attention 
given to the doubling of these sounds. A fifth sound is also 
discussed. 

A number of diseases, such as pericarditis, the arrhythmias, 
and block of the bundle branch system, are discussed in relation 
to the sounds produced. There is an extensive analysis of valvular 
disease, and endocavitary tumors are not overlooked. Congeni- 
tal lesions of the heart warrant but a few pages of reference. 
Special sections are devoted to the fetal heart sounds, to the 
arteries, to the veins, and to arteriovenous anastomoses. The 
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book is readable and numerous illustrations of persons impor- 
tant in the development of cardiology and of equipment enliven 
the manuscript. The volume is replete with photographs illus- 
trating each subject discussed in the text. Dr. Calo, who has an 
unusual sense of bibliography and medical history, documents 
his book with 1,257 references. This tome is heartily recom- 
mended for students and practitioners of cardiology; in fact, it 
should be translated into English. 


A Translation of Galen’s Hygiene (De sanitate tuenda). By Robert 
Montraville Green, M.D. With introduction by Henry E. Sigerist, M.D. 
Cloth. $5.75. Pp. 277. Charles C Thomas, Publisher, 301-327 E. Lawrence 
Ave., Springfield, Ill.; Blackwell Scientific Publications, Ltd., 49 Broad 
St., Oxford, England; Ryerson Press, 299 Queen St., W., Toronto, 2B, 
1951. 


Six books are included in this first translation into a modern 
language of “De Sanitate Tuenda” considered one of the out- 
standing contributions of a master who dominated medicine in 
a large part of the old world, not only during his life but also 
for centuries afterward. As one reads his comments and recom- 
mendations, it is easy to see why he exerted such a profound 
influence; he writes with an assurance that early physicians must 
have found extremely comforting, beset as they were with 
doubts and uncertainties about virtually everything related to 
medical diagnosis and treatment. Although it is possible, in the 
light of present day science, to find much that is outdated, Galen, 
nevertheless, had a basic understanding that spans the centuries 
and can be applied to modern medicine. This is well demon- 
strated in a section dealing with gerontology, in which shrewd 
thinking and thorough observation and analysis resulted in 
many conclusions that can be utilized today. 

As the introduction states, Galen tended to be somewhat ver- 
bose, but he has brought together a complete review and analysis 
of the attitudes toward hygiene that existed in the second cen- 
tury A. D. It is interesting to read and compare these ideas with 
cur concepts and to recognize that not as many advances have 
been made as we would like to think. The individual books deal 
with the art of preserving health, exercise and massage, apo- 
therapy (a special form of massage), bathing and fatigue, forms 
and treatments of fatigue, diagnosis, treatment and prevention 
of various diseases, and prophylaxis of pathological conditions. 
There is a good description of Galen, his background and 
activities, translated from a French work written in 1723, at the 
start of the text. This helps orient the reader to the text. Most 
of the chapters are short; this suits the average physician’s need 
for “traffic light” starts and stops. 


Outline of Fundamental Pharmacology: The Mechanics of the Inter- 
action of Chemicals and Living Things. By David Fielding Marsh, Pro- 
fessor and Head of Department of Pharmacology, West Virginia Univer- 
sity School of Medicine, Morgantown. Cloth. $6. Pp. 219. Charles C 
Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill.; Ryerson 
Press, 299 Queen St., W., Toronto, 2B, 1951. 


This is an interesting and useful supplementary reference book 
for research students in pharmacology; however, it is inadequate 
as a text for medical or pharmacology students, because it gives 
superficial coverage of many important drugs and completely 
omits mention of some standard therapeutic agents. The author 
has attempted to discuss pharmacology, toxicology, and several 
specialized portions of each of these fields without giving ade- 
quate consideration to numerous advances made during recent 
years This fault is particularly apparent in the sections dealing 
with toxicology, which are deficient in both scope and accuracy. 
The book contains a good discussion of the relationship be- 
tween chemical structure and biological activity. 


A Textbook of Clinical Neurology. By J. M. Nielsen, B.S., M.D., 
F.A.C.P., Clinical Professor of Neurology and Psychiatry, University of 
Southern California, Los Angeles. Third edition. Cloth. $10. Pp. 709, 
with 212 illustrations. Paul B. Hoeber, Inc. (medical book department of 
Harper & Brothers), 49 E. 33d St., New York 16, 1951. 


This book has become a standard textbook in clinical neurol- 
ogy since the publication of the first edition 10 years ago. The 
third edition has some important additions, particularly on the 
subjects of polyneuritis, cerebral thrombosis and embolism, 
angiography, epilepsy, poliomyelitis, and encephalography. The 


J.A.M.A., April 5, 1952 


chapter on syphilis of the nervous system has been rewritten; 
the subject of electromyography has been added; and new charts 
of the dermatomes, which are more accurate than the old ones, 
have been provided. The book, therefore, attempts to keep up- 
to-date, but the task is beyond the scope of any individual 
neurologist. This is reflected in certain sections of this valuable 
text. In one chapter, for instance, the bibliography of 34 refer- 
ences contains only 2 that are pertinent to the literature after 
1941. In a field so rapidly advancing as clinical neurology, many 
changes have taken place in the 10 year period. Certain refer- 
ences refer to papers already outdated. It is hoped that in future 
editions these can be eliminated and supplanted by more timely 
contributions, provided noteworthy advances to our knowledge 
of the subject under consideration have been made. To decide 
on the division between historical papers and those indicating 
newer research is not a simple task, but, in a textbook pre- 
sumably written for medical students and physicians, the author 
has a responsibility to keep it as closely in touch with advancing 
science as possible. Those sections in which new material has 
been added indicate that the author is fully qualified to carry 
out such a course. 

The book is too bulky, the type larger than needed, and con- 
siderable space is wasted in margins and at chapter endings. 
References in the text are not always found in the bibliog- 
raphies. Instructions for treatment are seldom definitive; both 
the metric and the apothecaries’ weights and measures are used 
indiscriminately. In spite of these adverse criticisms, the book 
is a valuable text, useful for both students and physicians. 


_. Lehrbuch der speziellen pathologischen Physiologie fiir Studierende und 
Arzte. Herausgegeben von Helmuth Bohnenkamp et al. Eighth edition. 
Cloth. 24 marks. Pp. 606, with 108 illustrations. Gustav Fischer, Villen- 
gang 2, Jena 15, 1951. 


This textbook of pathological physiology deals with basic 
phenomena of abnormal physiology to a greater degree than 
comparative American texts do; however, in contrast to the 
American texts, clinical applications find less consideration. For 
instance, cardiac, respiratory, or hepatic function tests are dis- 
cussed briefly. This principle of emphasizing physiology, which 
is often given in considerable and exact detail, rather than pathol- 
ogy or clinical medicine is reflected in the chapter divisions, 
which are concerned with blood, respiration, circulation, renal 
secretion, digestion and resorption, vitamins and deficiency dis- 
eases, metabolism, and the vegetative nervous system and in- 
ternal secretion. Each chapter is written by a German authority, 
but the quality of the chapters varies markedly. The best chap- 
ters are those on blood and on the vegetative nervous system by 
Heilmeyer and Hoff, respectively, but the chapter on internal 
secretion, by the same author, is disappointingly short. Refer- 
ences, including Anglo-American names, are found at the end 
of each chapter; nevertheless, in many chapters, most of the 
modern American work gets relatively little consideration. The 
paper and binding of the book are poor in contrast to other 
German medical books. Some of the schematic drawings and 
tables are excellent and constitute the main reason for the 
American physician to study the book. 


Transactions of the International and Fourth American Congress on 
Obstetrics and Gynecology. Edited by George W. Kosmak, M.D., Spon- 
sored by American Committee on Maternal Welfare, Inc., held in New 
York City, New York, May 15-19, 1950. Published as supplementary vol- 
ume to American Journal of Obstetrics and Gynecology, Volume 61A, 
June, 1951. Cloth. $13.50. Pp. 823, with illustrations. C. V. Mosby Com- 
pany, 3207 Washington Blvd., St. Louis 3, 1951. 


This volume contains approximately 100 papers presented at 
the International Congress on Obstetrics and Gynecology. The 
program of this congress was designed to disseminate informa- 
tion relative to the health and welfare of mothers and infants. It 
covered five general topics: normal physiology of reproduction, 
neoplastic disease, the social and economic aspects of obstetrics, 
therapeutic and technical procedures, and abnormal physiology 
of reproduction. The participants in the program were various 
American and foreign authorities in the fields of obstetrics and 
gynecology. This volume should be of interest not only to special- 
ists in these fields but also to nurses, public health and hospital 
personnel, and research workers. 
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QUERIES AND 


SEROUS DISCHARGE FROM THE NIPPLES 

To THE Epitor:—A woman, aged 34, has had at intervals a 
serous discharge from both nipples for nearly a year. This 
discharge becomes worse during the night and is so profuse 
that it is extremely annoying to the patient. For several weeks 
there has been no discharge from the left nipple, and the left 
breast has become noticeably larger than the right. The nip- 
ples and areolas are normal in appearance and there are no 
palpable masses. What are the diagnosis and treatment for 
this condition? M.D., Idaho. 


This inquiry was referred to two consultants, whose respec- 
tive replies follow.—Eb. 


ANSWER.—From the description given, this does not appear 
to represent a galactorrhea. The description suggests the possi- 
bility of some intraductal lesion such as a papilloma. The en- 
largement of the left breast would seem to be in accord with 
such a consideration, and, therefore, it is suggested that surgical 
consultation be secured. 


ANSWER.—A serous discharge from the nipples is most com- 
monly associated with chronic cystic mastitis or with an intra- 
ductal papilloma. Since the left breast has become noticeably 
larger, there must be some grossly palpable pathological proc- 
ess taking place in that breast. An area of diffuse chronic cystic 
mastitis will be evident upon careful examination. Since it is 
accompanied by definite enlargement and serous drainage, this 
area, if found, should be excised. The right breast should be re- 
peatedly examined by palpation in a clock-wise manner to de- 
termine the exact area responsible for the discharge. If necessary, 
the patient can be taught to examine her own breast repeatedly, 
to determine at what point the application of pressure produces 
the serous fluid. This area should then be suspected of having 
active chronic cystic mastitis or an intraductal papilloma, and 
it should be surgically investigated. Some authorities consider a 
serous discharge to be not particularly significant and advise 
waiting, but, because of the fear of cancer, many patients are 
loath to accept procrastination and wish to have prompt treat- 
ment. 


INDUSTRIAL EXPOSURE TO RADIUM BROMIDE 


To THE Eptror:—/n an industrial plant, workmen are required 
to handle tubes that are similar to radio tubes, but which 
contain radium bromide; there is danger of breakage during 
handling. ls there any danger of toxic effects occurring from 
contact with or inhalation of this agent? 


M.D., North Carolina. 


ANSWER.—Small quantities of radium bromide, with barium 
salt as a diluent, are used in various electronic tubes, such as 
ionization gauges; usually, the quantity is so minute that it is 
negligible. However, the quantity varies, and the trend is up- 
ward. As a rule, no more care need be exercised than in working 
with a luminous dial watch. Such a dial actively registers on a 
Geiger counter, but there is no known risk for the wearer. In the 
present instance, the manufacturers of various types of tubes 
should be called on to furnish data as to the quantity of the 
radium bromide used. In this way, the extent of potential harm, 
if any, may be calculated in the event of breakage. If the opera- 
tions involved lead to numerous breakages, a monitoring survey 
with Geiger counters should be conducted. If exposure above the 
precise tolerable limit is established, a monitoring program 
should be created under the tutelage of the tube producer. No 
radioactive substance, even of low potency, should be dis- 
carded with ordinary waste; after careful collection and sealing, 
it should be shipped to the producer for disposal. 


The answers here published have been prepared by competent authorities. 
They do not, however, represent the opinions of any official bodies unless 
specifically stated in the reply. Anonymous communications and queries on 
postal cards cannot be answered. Every letter must contain the writer's 
name and address, but these will be omitted on request. 


MINOR NOTES 


WET SOLES IN AN INFANT 


To THE Epitor:—A 7-month-old girl is healthy in all respects; 
however, the soles of her feet are always wet. Her stockings 
are always moist, and when she kicks her bare feet against the 
floor or a table, she leaves the wet imprint of her foot on the 
surface. Can you suggest the possible cause and proper treat- 


9 
ment of this phenomenon: M.D., Pennsylvania. 


ANSWER.—The cause of the localized sweating of the feet 
in this infant is probably due to local vasomotor action. Sharply 
differentiated hyperhidrosis usually occurs in the parts of the body 
in which the sweat glands are most highly developed, such as the 
scalp, face, axillas, palms, soles, and the genitocrural region. 
In older children, passive congestion of the hands and feet is 
often associated with sweating of these parts. Pressure on the 
plantar nerve, due to flat feet is often a cause of excessive sweat- 
ing of the feet in older persons; this would hardly apply to an 
infant. Localized sweating in an infant with rickets is usually 
confined to the forehead; however, this infant is presumably 
healthy in all respects. Unless a definite cause for this condition 
can be determined, a rational treatment cannot be recommended. 


IMMUNIZATION 


To THE Epttor:—!/. Does prenatal immunization of a pregnant 
woman with combined diphtheria, tetanus and typhoid anti- 
gens affect the success, as measured by antibody titers, of the 
present day early (two to three months of age) immunization 
of infants? 2. If a previously nonimmunized person is given 
tetanus antitoxin at the time of injury, would it be wise to start 
active tetanus immunization by giving him either alum pre- 
cipitated or aluminum-hydroxide-adsorbed toxoid on the same 


visit? Shigeru Richard Horio, M.D., San Francisco. 


ANSWER.—1l. Infants who in the early months of life are 
immune to diphtheria as a result of the persistence of maternal 
antibodies do not respond as well to the initial injections of diph- 
theria toxoid, and this probably applies also to pertussis and 
tetanus. The early injections in such infants do act as “priming” 
doses, however, and a fourth or stimulating dose given several 
months after the third dose will insure good antibody levels, even 
though the child may have had maternal antibodies in early 
infancy. It is now considered good practice to start immuniza- 
tion of all infants with triple antigen at two to three months of 
age and to give four instead of three doses of antigen before con- 
sidering basic immunization to have been completed. There is 
some question as to the advisability of immunizing expectant 
mothers during pregnancy for a number of reasons, one of which 
is the severity of the reactions seen in many adults from injections 
of diphtheria toxoid or pertussis vaccine. 

2. In the case of a previously nonimmunized person who is 
given tetanus antitoxin at the time of an injury, it is recom- 
mended that injection of the first dose of tetanus toxoid be de- 
ferred for two to four weeks. 


IODOALPHIONIC ACID AND KIDNEY 
FUNCTION TESTS 


To THE Epitror:—Since iodoalphionic acid (priodax®) causes a 
transient albuminuria, would it have any effect on tests for 
nonprotein nitrogen, and uric acid? Some doctors do not per- 
form kidney tests on the same day that gallbladder examina- 


tions are made. R. Nelson Long, M.D., Selma, Ala. 


ANSWER.—lodoalphionic acid, a radio-opaque water soluble 
organic iodine compound, is usually administered the day before 
the cholecystogram is made. If the renal function tests are made 
on the day of examination, the dye has no effect on them. AI- 
though iodoalphionic acid may cause a transient albuminuria in 
some cases, it does not do so usually. Occasionally, a faint tint 
caused by the dye is observed in the urine. In clinics where 
hundreds of patients are given iodoalphionic acid, any interfer- 
ence with possible rena! function tests is disregarded. 
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1262 QUERIES AND MINOR NOTES 


ELBOW PAIN IN INDUSTRIAL WORKERS 

To THE Epitor:—We have seen industrial workers who com- 
plain of severe pain over the lateral epicondyle of the humerus. 
Physical examination shows it to be normal, with the excep- 
tion that full extension is sometimes limited. X-ray examina- 
tions are negative for bone abnormality. The usual treatment 
of rest, immobilization, external heat, and short wave dia- 
thermy affords no relief to these patients. Usually, no history 
of any accident is given, but these patients do repeated opera- 
tiens using the muscles of the hand and forearm, such as lift- 
ing small blocks about 6 in. in diameter. Are there any sug- 


gestions as to treatment? : M.D., Massachusetts. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Ed. 

ANSWER.—The condition described has been diagnosed as epi- 
condylitis of the humerus, bursitis of the radiohumeral bursa, or 
arthritis of the radiohumeral joint. In most of these patients all 
three conditions will be found combined. Many of these patients 
have suffered an injury in which the strong fibrocartilaginous 
ligament that maintains the position of the radial head has been 
partially torn. 

At operation, a tear in the coronal ligament, which should fit 
snugly about the moving articular portion of the head of the 
radius, a thickened radial bursa containing more than the usual 
amount of fluid, and new periosteal bone formation along the 
epicondyle may be found in a single case. When severe pain over 
the lateral epicondyle of the humerus fails to respond to im- 
mobilization, external heat, infrared ray, or diathermy and when 
it is also unresponsive to several injections of procaine (novo- 
caine*) hydrochloride into the tenderest areas, an operation is 
definitely indicated. Surgery on these elbows has produced a 
much more prompt end result than has been obtained by any 
conservative method, when the patient has suffered from the dis- 
ability for more than two or three weeks prior to beginning a good 
orthopedic management. At the time of operation the bursa, if it 
can be located, should be excised. The portion of the capsule that 
includes the tear in the thickened ligamentous support about the 
radial head should also be excised. The tissues attached to the epi- 
condyle are then stripped free with a periosteal elevator. The 
wound is closed without any attempt to suture the capsule. A pos- 
terior molded splint is applied and worn for 10 days. Physio- 
therapy and very carefully graduated use of the arm are then 
recommended. Freedom from pain and a full functional recov- 
ery should be obtained within a period of five to six weeks from 
the time of the operation. 

ANSWER.—The cases described would seem to fall into those 
generally designated as “tennis elbow.” Pain usually occurs just 
above or below the lateral epicondyle of the humerus. It is seen 
in those individuals whose occupation requires repeated prona- 
tion and supination of the forearm combined with extension at 
the wrist. The underlying cause is thought to be a partial rupture 
of the fibers of the tendon of the extensor muscles of the hand, 
with a traumatic reaction in the periosteum covering the lateral 
epicondyle of the humerus. 

The only conservative treatment of any value is the employ- 
ment of a splint to hold the hand in extension in order to relieve 
the tension on the tendon. Surgical division of the tendon or dis- 
section of the origin of the tendon from the epicondyle is the 
procedure of choice. This temporarily puts the tendon at rest, 
and, in its subsequent repair, some lengthening occurs, usually 
relieving the situation permanently. 


SURGICAL TREATMENT OF REGIONAL ILEITIS 
To THE Eprror:—What are the present day concepts of surgical 
treatment for a patient with regional ileitis with obstruction? 
F.C. Harmon Jr., M.D., Paducah, Texas. 


ANSWER.—Some years ago, surgery was the treatment of 
choice for regional ileitis, with or without complications. With 
the accumulation of knowledge about this intractable disease 
and the increasingly frequent recurrences of the disease after 
resection, the limitations of surgery became apparent. Compli- 
cations, such as obstruction, perforation, and massive hemor- 
rhage are generally considered as surgical indications by all who 
have had experience in treating regional ileitis. 


J.A.M.A., April 5, 1952 


PROLAPSE OF THE GASTRIC MUCOSA 
To THE Epitor:—A middle-aged woman who had abdominal 
pain was given a roentgenographic examination of the entire 
gastrointestinal region. A prolapse of the gastric mucosa 
through the pylorus and into the duodenal cap was seen. This 
condition caused no delay in emptying and no obstruction 
to the passage of barium from the stomach. What is the latest 
information regarding proper management and prognosis of 

this condition. 
Richard J. Kraemer, M.D., Providence, R. 1. 


ANSWER.—There is a wide variation of opinion concerning 
the etiology, significance, and treatment of prolapse of the gastric 
mucosa. Etiological factors cited include peptic ulcer, hyper- 
trophy of the gastric rugae with protrusion into the duodenum, 
gastritis, narrowing of the pyloric ring, and hypermotility of 
prepyloric mucosa. There is no general agreement as to whether 
or not symptoms occur with prolapse of the gastric mucosa. 
Hemorrhage and carcinomatous transformation have been re- 
ported to occur. Certain authors claim that a considerable num- 
ber of symptoms can result from mucosal extrusion. Subtotal 
gastric resection and surgical extirpation of the involved mucosa 
have been reported to relieve pain and discomfort after medical 
therapy proved to be ineffective. Symptoms of intermittent ob- 
struction are said to sometimes occur. The frequent concomitant 
occurrence of gastritis has suggested to some that the symptoms 
are generally due to this rather than to the mucosal prolapse 
itself. When symptoms are present in the upper gastrointestinal 
region, the same type of treatment as that used for hypertrophic 
gastritis and peptic ulcer will often result in improvement. In 
certain rare instances, symptoms in this region may persist in 
the presence of mucosal prolapse in spite of intensive therapy. 
In such cases surgical intervention may be considered. Such 
complications as ulceration, hemorrhage, and obstruction will, 
of course, influence decisions regarding medical and surgical 
therapy. Medical management of prolapse of the gastric mucosa 
should include the type of diet prescribed for ulcers, frequent 
milk feedings, and antacids and antispasmodics in effective doses. 
In certain instances, high doses of B complex vitamins may be 
worthy of trial. 


ENLARGED TONGUE IN INFANT 


To THE Epitor:—A newborn child, who had a full term and 
spontaneous delivery, has a symmetrically enlarged tongue, 
most of which protrudes from the mouth. Motility is normal, 
and little interference with feeding is noted. Competent pedi- 
atricians find no other physical abnormality. What are the 
diagnostic possibilities, prognosis, and treatment? 


M.D., ILilinois. 


ANSWER.—Enlarged tongue, or macroglossia, is a noninflam- 
matory enlargement. In most instances, this abnormality repre- 
sents simple enlargement; certain severe cases are caused by an 
anomaly of the lymphatics comparable to lymphangioma. The 
tongue may reach enormous size, interfering with nursing, de- 
glutition, and even with respiration. A certain amount of im- 
provement may take place spontaneously, but in severe cases 
operation is required. Such cases are to be distinguished from 
those of enlargement of the tongue seen in cretinism. In this 
disease the tongue is considerably enlarged and may protrude 
slightly from the mouth, but it is rarely, if ever, large enough 
to cause other symptoms. The diagnosis of cretinism may be 
substantiated by determination of blood cholesterol, which is 
increased in this condition, and by roentgenologic assessment 
of skeletal development. Retarded bone age is characteristic of 
cretinism. The absence of the inferior epiphysis of the femur 
occurs in the newborn cretin, in contrast to the normal newborn, 
in whom the inferior epiphysis is present. This may be evidence 
of retarded osseous development occurring in utero in congenital 
cretinism. 

Thyroid may be administered orally or parenterally to cause 
shrinkage of the tongue when the diagnosis of cretinism has been 
established. Macroglossia also occurs congenitally in idiocy and 
mongolism in the form of an increase in the interstitial tissue. 
In these diseases, the tongue, while showing no evidence of 
tumor formation, is too large for the mouth, protrudes beyond 
the lips, and is likely to be somewhat flabby, 
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HYPERTENSION IN A YOUNG GIRL 


To THE Epitor:—A 9-year-old girl had an operation for acute 
appendicitis. No previous blood pressure readings were taken, 
but, after operation, while the patient was still under ether- 
ethyl chloride anesthesia, her blood pressure was elevated, 
and, it remained elevated for eight days, going as high as 
220/170. Pressure in the leg vessels was also elevated. There 
were no symptoms. During the operation her respiratory tract 
was wet most of the time. Chest roentgenogram, intravenous 
urogram, eye grounds, urinalysis, and blood chemistry were 
all normal. Pressure, since discharge from the hospital, ranges 
from 95 to 110 systolic. The patient is moderately overweight 
but has always been in good health. We have been unable to 
explain the high blood pressure. 


Everett §. McDaniel Jr., M.D., Jenkintown, Pa. 


This inquiry was referred to two consultants, whose respec- 
tive replies follow.—Eb. 

ANSWER.—It is most unusual for very marked elevation to 
occur in the blood pressure of patients under the influence of 
anesthesia, particularly if the patients are children (Leigh and 
Belton: Pediatric Anesthesia, New York, the Macmillan Com- 
pany, 1948, pp. 23-25). However, temporary marked elevation 
of blood pressure is not unusual among patients who cannot ven- 
tilate well and, therefore, cannot dispose of their carbon dioxide. 
It would seem quite possible, in the present instance, in which 
ether and ethyl chloride were used and in which the patient’s 
respiratory tract was wet most of the time, that the increase in 
blood pressure obviously meant poor respiratory exchange. The 
anoxemia associated with this condition would also tend to raise 
the blood pressure markedly, and, if the period of operation was 
fairly long, it is possible that some slight damage to her kidneys 
might have occurred. If so, the renal involvement might explain 
the eight days of elevated blood pressure. It may be that the 
blood pressure gradually decreased over the eight days, although 
all the necessary information on that point is not stated. It is 
possible, moreover, that this patient has a pheochromocytoma, 
which must be considered in any assessment of the uncommon 
complication reported. Therefore, it might be wise to conduct a 
cold pressor (Hines and Brown) test and a histamine test on the 
child. If results of these tests are negative, then the probability is 
that the reaction is bizarre and not easily explained. A few per- 
sons are hypersensitive to hypodermic injections of morphine, an 
idiosyncrasy more prevalent in women than in men. The child’s 
reaction to the anesthetic agent and the operation is probably 
not serious. 

ANSWER.—With the available data, it is impossible to be sure 
of the cause of the hypertension. If the urinalysis were not nor- 
mal, pyelonephritis could be suspected. Pheochromocytoma 
should be searched for, in spite of the lack of convincing symp- 
toms and signs. Vasospastic disease is another possibility, but 
knowledge of this condition is scarce. The vascular tree of the 
patient should be carefully studied and the studies periodically 
repeated in anticipation of another “attack.” 


BLOOD DONORS AND MALARIA 

To THE Epiror:—For purposes of screening prospective blood 
donors, is Korea to be considered an area in which malaria 
is endemic? M.D., California. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Eb. 

ANSWER.—Korea is considered to be an area where malaria 
is endemic. The type of malaria that occurs in Korea is caused 
by Plasmodium vivax, which tends to cause relapses after the 
initial infection and cannot be controlled after suppressive 
therapy has been abandoned. Therefore, the presence of malaria 
parasites in the blood of potential donors should be detected 
before blood is taken from them, and any history of malaria 
should be carefully noted. 

ANSWER.—Korea is definitely an area in which malaria is 
endemic. No blood should be taken from a donor coming from 
that area until he has been in this country for two years and 
only if no parasites are found in blood stains, in addition to ab- 
sence of symptoms. 


QUERIES AND MINOR NOTES 1263 


HEMORRHAGE FROM THE 
PALPEBRAL CONJUNCTIVA 


To THE Epitor:—A 37-year-old woman had a spontaneous 
hemorrhage from one of the vessels of the left upper eye lid 
(bulbar surface). She had no history or evidence of trauma. 
A similar attack had occurred about one month earlier, near 
the anniversary of menses. The patient is hypertensive, and 
at the time of the hemorrhage her blood pressure was 
180/120 mm. Hg. Could this condition have been vicarious 
menstruation, or could it be attributed to hypertension? The 
hemorrhage responded promptly to treatment with a few 
drops of a weak solution of epinephrine. 


H. W. Williams, M.D., Corpus Christi, Texas. 


ANSWER.—Bleeding from the palpebral conjunctiva is an un- 
common condition and usually occurs only in a few rare diseases. 
Duke-Elder (Text-Book of Ophthalmology, vol. 2, St. Louis, 
C. V. Mosby Company, 1938, p. 1056) mentions its occurrence 
in hemophilia, vicarious menstruation, and hysteria. Other cases 
have been reported in association with conjunctivitis, jaundice, 
vascular tumor of the conjunctiva, and disorders of the autonomic 
nervous system. Some cases occur without apparent cause. 
Hypertension has not been reported as an etiological factor, al- 
though it cannot be excluded from consideration in this case. 
Vicarious menstruation is characterized by periodicity and 
occurrence at the anticipated menstrual period; it may be associ- 
ated with amenorrhea or decreased uterine flow. Further ob- 
servation of the regularity of the bleeding and its source are 
required before the cause of the hemorrhage in this case can be 
determined. 


EFFECT OF CERTAIN DRUGS ON 
PROTHROMBIN TIME 


To THE Epitor:—When heparin sodium or bishydroxycou- 
marin (dicumarol®) is used to prolong the prothrombin time, 
can the concurrent administration of other drugs shorten or 
lengthen the prothrombin time? 


Lawrence Parsons, M.D., Reno, Nev. 


ANSWER.—Some investigators have reported that certain 
drugs, such as the salicylates, quinine, penicillin, and even excess 
vitamin A, increase the prothrombin time, whereas digitalis 
and the methyl xanthenes decrease it. Other investigators (Quick, 
A. J.: Ann. Rev. Physiol. 12:237-264, 1950) have failed to con- 
firm these findings. It is probable that, clinically, none of these 
drugs, with the possible exception of the salicylates, markedly 
influence the hypoprothrombinemia of bishydroxycoumarin. 
Occasionally, salicylates and paraaminosalicylic acid will cause a 
significant hypoprothrombinemia and, therefore, indirectly in- 
tensify the action of bishydroxycoumarin. Heparin sodium has 
little influence on the prothrombin time, and whatever increase 
occurs is not due to a true decrease of prothrombin but to an 
antiprothrombic and antithrombic action. Perhaps the most 
important drugs that influence the hypoprothrombinemia of 
bishydroxycoumarin are the antibiotics and sulfonamides, which 
sterilize the intestinal tract. The suppression of the bacterial 
flora reduces the synthesis of vitamin K, and this may bring 
about, in certain patients who are already low in vitamin K, 
a mild vitamin K deficiency. Since bishydroxycoumarin acts as 
an antivitamin to vitamin K, its action becomes more pro- 
nounced when the body’s store of vitamin K is depleted. 


TREATMENT OF CHRONIC PELVIC INFECTIONS 


To THE Epiror:—Can you tell me the value of benzyl cinnamic 
ester (Jacobson’'s solution) in the treatment of chronic pelvic 


infection? Stuart B. Blakely, M.D., Binghamton, N. Y. 


ANSWER.—The use of benzyl cinnamic ester in the treatment 
of chronic inflammatory lesions was introduced by Jacobson 
(Bull. et mém. Soc. méd. d. hdp. de Raris 53:477 [April] 1929). 
Lévy-Solal, Jacobson, Dalsace, and Pariente (Paris méd, 2:369 
[Oct. 25] 1930) reported the results that they obtained in the 
treatment of salpingitis with this drug. They concluded that the 
pain associated with salpingitis disappears after four to six 
injections. Jacobson recently reported (Am. Pract. 2:699 [Aug.] 
1951) his ideas concerning the action of benzyl cinnamic ester 
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on chronic inflammatory lesions of the pelvis. He suggests that 
this preparation is able to inhibit the development of certain 
microbic agents, to neutralize the toxins in vitro, to produce 
leukocytosis, and to provoke general vasodilatation. This drug 
causes definite changes in the vascularization at the site of the 
lesion, such as the dilatation of the vessels, the opening of 
blocked vessels, and the appearance of new vessels; this is a 
probable explanation of the drug’s action. Markowitz and Vick 
(Am. Pract. 1:516 [May] 1950) used Jacobson’s solution in treat- 
ing 55 patients with chronic pelvic inflammatory disease. Sub- 
jective improvement graded as good occurred in 66% of the 
patients, as fair in 21%, and as little or no improvement in 15%. 
Eisenstein and Bendo (Am. J. Surg. 74:200 [Aug.] 1947) used 
benzyl cinnamic ester in treating 30 patients; they believe that 
because of the results obtained, a further study of this safe, pain- 


less method of therapy that does not require hospitalization or. 


interruption of daily duties is indicated. 


FAMILIAL NYCTALOPIA 

To THE Epviror:—Four brothers and a mother have a seemingly 
dominant characteristic, a progressive blindness, beginning 
with nyctalopia. One of the sons, 20 years old, is already suf- 
fering from night blindness and is in a state of constant anx- 
iety, because he pictures himself getting in a condition similar 
to that of his brother and mother, who are almost completely 
blind. The physical and neurological examinations are almost 


entirely normal otherwise; from a_ psychiatric standpoint, 


there is a deep underlying hostility to his parents. He is highly 
intelligent, obsessive, compulsive, and understandably phobic. 
What are the factors that can be determined that lead to 
nyctalopia, and how can a case of vitamin A deficiency, sup- 
posedly the cause of nyctalopia, be studied? 

Leon Freedom, M.D., Baltimore, Md. 


ANSWER.—Most textbooks on metabolism, medicine, bio- 
chemistry, and physiology devote considerable space to discus- 
sion of vitamin A and the causes and signs of deficiency. Avita- 
minosis A may arise from inadequate intake of the vitamin, 
from impaired absorption, as occurs in jaundice and sprue, and 
from severe liver disease, in which the carotene conversion proc- 
ess is impaired. Classical signs of deficiency include hyperkera- 
tosis, xerophthalmia, cornification of epithelial surfaces, and 
night blindness. Determination of the vitamin A level of the 
plasma is probably the most reliable method of determining de- 
ficiency. The family background and the absence of physical 
signs of disease in this youth strongly suggest a primary chorio- 
retinal aberration with night blindness as a cause of the visual 
defect. The various forms of this disorder are discussed in a 
symposium that appeared in Transactions of the American 
Academy of Ophthalmology and Otolaryngology (54:607, 1950). 
Congenital night blindness without ophthalmoscopic abnor- 
mality may be differentiated from vitamin A deficiency by the 
family history, dark adaptation tests, and the response to therapy 
with the vitamin. Retinitis pigmentosa sine pigment is character- 
ized by an annular scotoma and is demonstrated by peripheral 
visual field studies. 


CYSTIC FIBROSIS OF THE PANCREAS 

To THE Epiror:—iJn 1950, a healthy infant was born to parents 
who have no family history of cystic fibrosis of the pancreas. 
Fifteen months later, a second child was born. Because of 
intestinal obstruction, his abdomen was explored a few days 
after birth, and meconium ileus was found. The child died 
subsequently, and, at autopsy, a diagnosis of cystic fibrosis of 
the pancreas was made. | would appreciate information that 
will assist me in advising this couple regarding the wisdom of 
having more children. M.D., Georgia. 


ANSWER.—Cystic fibrosis of the pancreas has a strong ten- 
dency to occur in more than one sibling in a family; in spite 
of this, some of the siblings may be entirely normal. For this 
reason, it is unwise to advise the parents against having more 
children, although one cannot state, percentagewise, what the 
hazard to future children may be. 


J.A.M.A., April 5, 1952 


FIRST MARRIAGE AT 49 

To THE Epitor:—A healthy woman, 49, menstruated every 
month until one year ago, when she missed two periods. Her 
last period occurred in February, 1951. She feels at times as 
though a period were about to start, and has been having 
flushes during the past two months. She has never had sexual 
intercourse. Recently she became engaged, but will not marry 
if she is unable to become pregnant. I have to render an 
opinion and give advice. Is there any normal treatment that 
will help this person become pregnant? M..D., New York. 


ANSWER.—The chances for a pregnancy in this patient are 
extremely slim. It is almost certain that she has permanently 
ceased to menstruate. Hormones would be practically useless 
for the purpose of producing ovulation and pregnancy in this 
patient. Perhaps it might be wise to tell her that it is not im- 
possible for her to become pregnant, although it is not likely. 
She must remember that many young women who are healthy 
and who menstruate every month do not become pregnant. Hor- 
mones can be tried even though the possibility of a pregnancy 
is remote. The physician must try to decide, however, whether 
even the small amount of encouragement which he will give 
her, and which has very little basis, will be harmful to the 
patient if she marries and does not become pregnant. Possibly 
a psychiatrist should be consulted before this matter is discussed 
with the patient again. 


MICA DUST AND BRONCHITIS 


To THE Epitror:—A patient has developed chronic bronchitis. 
He is exposed to mica dust. Is there any occupational hazard? 
W. J. Klinck, M.D., Lennoxville, Quebec. 


ANSWER.—Mica is a loose term applied to a variety of sili- 
cates of the magnesi lumi potassi type. Chemically, 
some micas bear resemblance to tale and asbestos. As quarried, 
and sometimes as processed, some micas are associated with 
silica bearing rock. “Clean mica” is rated as an inert dust as a 
result of animal experimentation involving intraperitoneal intro- 
duction, that is, no proliferation is induced. In theory, any dust 
in high concentration may serve as a mechanical irritant to the 
respiratory tract. Practically, any chemically inert dust that may 
be inhaled is of such low particulate size that any mass action 
is unlikely. Notwithstanding all improbabilities, chest lesions 
occur in mica workers. Apart from frank silicosis from co- 
existing siliceous rock, some pneumoconiosis (possibly benign) 
resembling silicosis appears among “clean mica” workers. The 
incidence of tuberculosis in these workers is higher than for 
the community as a whole. Bronchitis has been found, but the 
connection is not well supported. Further details may be found 
in Dreessen’s Public Health Bulletin No. 250, 1940, and Vestal’s 
“Pneumoconiosis Among Mica and Pegmatite Workers” (/n- 
diana Med. and Surg., 12:11 [Jan.] 1943). Both contain bibli- 
ographies. 


TREATMENT OF ARGYRIA 

To THE Epiror:—What can be done to remove a blue-gray 
discoloration of the skin from the nasal half of the lower 
eyelid? This condition developed three years ago, after the 
patient used argyrol® (mild silver protein) eye drops, after an 
attempt to probe her tear duct. Marked ecchymosis ensued 
following this probing. Because of this, there is the possi- 
bility of the tear sac having been ruptured during the probing. 

Roscoe L. Fisher, M.D., York, Pa. 


ANSWER.—Stillians (Arch. Dermat. & Syphilol. 35:67 [Jan.] 
1937), recommends treatment of argyria by intradermal injec- 
tions of a freshly prepared photographic reducing solution con- 
taining 1% potassium ferrocyanide and 6% sodium thiosulfate. 
It is tedious treatment requiring many injections, and, on the 
lower eyelid, the results from treatment are not as satisfactory 
as in areas where the skin is thicker. The most practical treat- 
ment would be to cover the patch with a cosmetic preparation, 
such as “covermark.” 
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